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ABSTRACT: 

The present invention encorrpasses rronocl onal and chirreric antibodies that 
bind to lipoteichoic acid of Gram positive bacteria. The antibodies 
also bind to whole bacteria and enhance phagocytosis... 

...unknown rreans to diagnose, prevent and/ or treat infections caused by 
gr am posi t i ve bact er i a bear i ng I i pot ei choi c aci d. Thi s i nvent i on al so 
encorrpasses a pept i de rri rri c of t he I i pot ei choi c aci d epi t ope bi ndi ng 
site defined by the rronocl onal antibody. This epitope or epitope peptide 
rri rri c i dent i f i es ot her ant i bodi es t hat may bi nd to t he I i pot ei choi c 
acid epitope. Moreover, the epitope or epitope peptide rri rri c provides a 
valuable substrate for the. .. 
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AU=SCHUM<\N, 


RALPH HENRY 


E2 


2 


AU=SCHUM\N, 


RF 


E3 


7 


* AU=SCHUM^N, 


Rl CHARD 


E4 


1 


AU=SCHUM<\N, 


Rl CHARD C. 


E5 


5 


AU=SCHUM<\N, 


Rl CHARD F 


E6 


16 


AU=SCHUM<\N, 


Rl CHARD F. 


E7 


1 


AU=SCHUM\N, 


Rl CHARD FARREL 


E8 


7 


AU=SCHUM\N, 


Rl CHARD J 


E9 


1 


AU=SCHUM\N, 


Rl CHARD M 


E10 


3 


AU=SCHUM\N, 


Rl CK 


E11 


1 


AU=SCHUM\N, 


ROBERT 


E12 


1 


AU=SCHUM\N, 


ROBERT A. 



S11 



Enter P or PAGE for more 

7 AU=SCHUM\N, Rl CHARD 

1 AU=SCHUM^N, Rl CHARD C. 

5 AU=SCHUM\N, Rl CHARD F 

1 6 AU=SCHUM\N, Rl CHARD F. 

1 AU=SCHUM\N, Rl CHARD FARREL 

7 AU=SCHUM^N, Rl CHARD J 

1 AU=SCHUM\N, Rl CHARD M 

38 E3- E9 



PLEASE ENTER A COvM\ND OR BE LOGGED OFF I N 5 M NUTES 
? s s11 and ( I i pot ei choi c or teichoic) 
38 S11 

14841 LIPOTEICHOC 

13613 TEICHOC 
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51 2 6 S11 AND ( LI POTEI CHO C CR TEI CHO C) 

? rd 

»>Dupl i cat e detection is not supported for File 393. 
»>Dupl i cat e detection is not supported for File 391. 

»>Recor ds f r om unsuppor t ed f i I es wi I I be r et ai ned in t he RD set . 

513 4 RD ( uni que i t errs) 
? t S13/3, k/ 1-4 

»>KW C opt i on is not avai I abl e in f i I e( s) : 399 

13/3, KM ( 1 1 em 1 f rom f i I e: 24) 
Dl ALOG( R) Fi I e 24: CSA Li f e Sci ences Abst r act s 
(c) 2010 CSA. AI I rts. reserv. 

0003697420 I P ACCESSI CN NO 9200024 

Safety and pharmacokinetics of a chirrerized ant i - 1 i pot ei choi c acid 
rronocl onal antibody in healthy adults 

Wi sman, Leonard E; Fischer, Gerald V\( Thackray, Helen IVt Johnson, Karen 
E; Schuman, R chard F; IVandy, George T; St rat ton, Beth E; Adams, 
Karen M; Krarrer, W I I i am G; IVbnd, James J 

Department of Pediatrics, Baylor Col I ege of IS^di ci ne, Houston, TX, United 
States, [ rrai I t o: I wei sman@)cm edu] 

International I mrunophar rracol ogy, v 9, n 5, p 639-644, IVay 2009 
PUBLI CATI CN DATE: 2009 

PUBLISHER: Elsevier Science, P.O. Box 211 Arret er dam 1000 AE Net her I ands, 
[ rrai I t o: nl i nf o- f @l sevi er.nl], [ URL: ht t p: / / www. el sevi er.nl/] 

DOCU^NT TYPE: Journal Article 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SUMVARY LANGUAGE: Engl i sh 
ISSN: 1567-5769 

FI LE SEGVENT: I rrrrunol ogy Abst r act s 

Safety and phar rracoki net i cs of a chirrerized ant i - 1 i pot ei choi c acid 
rronocl onal antibody in healthy adults 

Wi sman, Leonard E; Fischer, Gerald VY Thackray, Helen IVt Johnson, Karen 
E; Schuman, R chard F; IVandy, George T; St rat ton, Beth E; Adams, 
Karen IVt Krarrer, W I I i am G; IVbnd... 



ABSTRACT: 

A chirrerized ( mur i ne/ human) rronocl onal antibody ( pagi baxi mab) against 
lipoteichoic acid ( LTA) and protective in animal model s for 
coagul ase- negat i ve staphylococci (CONS) and Staphylococcus aureus... 

DESCRIPTORS: Animal models; Bactererria; Q i ni cal isolates; 0 i ni cal 
trials; Data processing; Drugs; I rrrrunogl obul i n G; Infection; 
Intravenous adrri ni st r at i on; Lipoteichoic acid; IVbnocI onal 
antibodies; Pharmacokinetics; R sk groups; Statistical analysis; 
Staphylococcus aureus; Staphylococcus epiderrridis 



13/3, K/ 2 ( 1 1 em 2 f rom f i I e: 24) 
Dl ALOG( R) Fi I e 24: CSA Li f e Sci ences Abst r act s 
(c) 2010 CSA. AI I rts. reserv. 
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0002808824 I P ACCESSI CN NQ 6495019 

Opsonic and protective rronocl onal and chimeric antibodies specific for 
I i pot ei choi c aci d of gr am posi t i ve bact er i a 

Fischer, Gerald VV Schurran, Rj chard F; W>ng, Hi ng; St i nson, 
Jeffrey R 

, Sept enter 6, 2005 
PUBLI GAT I CN DATE: 2005 

DOCUMEM" TYPE: Pat ent 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SUMvARY LANGUAGE: Engl i sh 

Fl LE SEGVENT: Ivedi cal & Phar maceut i cal Bi ot echnol ogy Abst r act s 

Cpsoni c and protective rronocl onal and chimeric antibodies specific for 
I i pot ei choi c aci d of gr am posi t i ve bact er i a 

Fischer, Gerald VV Schurran, R chard F; W)ng, Hi ng; St i nson, 
Jeffrey R 



ABSTRACT: 

The present invention encorrpasses rronocl onal and chimeric antibodies that 
bind to lipoteichoic acid of Gam positive bacteria. The antibodies 
also bind to whole bacteria and enhance phagocytosis... 

...unknown means to diagnose, prevent and/ or treat infections caused by 
gr am posi t i ve bact er i a bear i ng I i pot ei choi c aci d. Thi s i nvent i on al so 
encorrpasses a pept i de rri rri c of t he I i pot ei choi c aci d epi t ope bi ndi ng 
site defined by the monoclonal antibody. This epitope or epitope peptide 
rri rri c i dent i f i es ot her ant i bodi es t hat may bi nd to t he I i pot ei choi c 
acid epitope. Moreover, the epitope or epitope peptide rri rri c provides a 
valuable substrate for the... 

DESCRI PTCRS: Gam positive bacteria; Epitopes; Lipoteichoic acid; 
Monoclonal antibodies; Infection; Vaccines; Phagocytosis; Patents 



13/3, K/3 ( 1 1 em 1 f rom f i I e: 399) 
Dl ALCG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cheni cal Society. All rts. reserv. 
140058441 CA: 1 40(5) 58441 v PATENT 

Cpsoni c monocl onal and chi rrer i c ant i bodi es speci f i c to I i pot ei choi c aci d 
of G am posi t i ve bact er i a f or di agnosi s and t r eat rrent of infection 
I NVENTOR( AUTHOR) : St i nson, Jeffrey R. ; Schurran, R chard F. ; Mond, James 
J.; Lees, Andrew; Fischer, Gerald V\al t er 
LOCATI CN: USA 

PATENT: U.S. Pat. Appl . Publ . ; US 20030235578 A1 DATE: 20031225 
APPLI CATI CN: US 323927 (20021220) * US 97055 (19980615) * US PV343503 
(20011221) 

PAGES: 42 pp., Cont . - i n- par t of U.S. 6,610,293. CODEN: USXXCO 
LANGUAGE: Engl i sh 
PATEM" CLASSI Fl CATI ONS: 

CLASS: 424130100; A61 K- 039/ 395A; C07K-016/18B 



13/3, KM (Item 2 from fi I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 Arrer i can Chemical Society. All rts. reserv. 
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139116277 GA: 1 39( 8) 1 1 6277p PATENT 

Cpsoni c rronocl onal and chi mer i c ant i bodi es speci f i c f or I i pot ei choi c aci d 
of G - am- posi t i ve bacteria 

I NVENTOR( AUTHOR) : St i nson, Jeffrey R; Schurran, R chard F. ; Mind, Jarres 
J.; Lees, Andrew; Fischer, Gerald \Aal t er 
LOCATI ON: USA 

ASSIGNEE: Bi osynexus Incorporated 

PATENT: PCT I nt er nat i onal ; WD 200359260 A2 DATE: 20030724 
APPLICATION: VC 2002 US41 033 (20021223) * US PV343503 (20011221) 
PAGES: 99 pp. CODEN: PI XXD2 LANGUAGE: Engl i sh 
PATENT CLASSI Fl GATI ONS: 





CLASS: 


A61K-000/ A 




























DESI GNATED COUNTRI ES: 


AE; 


AG; 


AL; 


AM 


AT; 


AU; 


AZ; 


BA; 


BB; 


BG; 


BR; 


BY; 


BZ; 


CA; 


CH; CN; 


CQ CR; CU; 


CZ; 


DE; 


DK; 


DM 


DZ; 


EC; 


EE; 


ES; 


Fl ; 


GB; 


GD; 


GE; 


GH; 


GM 


HR; HU; 


ID; I L; IN; 


I S; 


JP; 


KE; 


KG; 


KP; 


KR; 


KZ; 


LC; 


LK; 


LR; 


LS; 


LT; 


LU; 


LV; 


M\; WD; 


M3; IvK; MM; 


MM 


MX; 


MZ; 


NQ 


NZ; 


OM 


PH; 


PL; 


PT; 


RQ 


RU; 


SC; 


SD; 


SE; 


SG; SK; 


SL; TJ; TM 


TN; 


TR; 


TT; 


TZ; 


UA; 


UG; 


US; 


UZ; 


VC; 


VN; 


YU; 


ZA; 


ZM 


zvy 


AM AZ; 


BY; KG; KZ; 


IVD; 


RU; 


TJ; 


TM 


DESI GNATED REGI ONAL: 


GH 


GM 


KE; 


LS 



ES; Fl ; FR; GB; GR; IE; I T; LU; M3; 
CI ; CM GA; GN; GQ GW M_; MR; NE; 
? e au=st i nson, j ef f r ey 



IWV MZ; SD; SL; SZ; TZ; UG; ZM ZW AT; BE; BG; CH; CY; CZ; DE; DK; EE; 



NL; PT; SE; SI ; 
SN; TD; TG 



SK; TR; BF; BJ; CF; CG; 



Ref 
E1 
E2 
E3 
E4 
E5 
E6 
E7 



E10 
E11 
E12 



1 1 errs I ndex- 1 er m 

1 AU=STI NSON, 
4 AU=STI NSON, 

1 2 * AU=STI NSON, 

4 AU=STI NSON, 

8 AU=STI NSON, 

2 AU=STI NSON, 
1 AU=STI NSON, 

3 AU=STI NSON, 
7 AU=STI NSON, 

1 0 AU=STI NSON, 

1 AU=STI NSON, 

1 AU=STI NSON, 



JC 
JE 

J EFFREY 
JEFFREY A 
JEFFREY A. 
JEFFREY ALAN 
JEFFREY L 
JEFFREY L. 
JEFFREY R 
JEFFREY R. 
J EFFREY Rl CHARD 
JEFFREY S. 



? s e1 - 1 2 
»>Ter m " 12" 
? s e1-12 
»>Ter m " 12" 
? s e1-e12 



Ent er P or PAGE f or rror e 



i nval i d posi t i on 



S14 

? s s14 and (I 

14841 
13613 
S15 5 



n i 


nval i d posi t 


on 




1 


AU=STI NSON, 


JC 




4 


AU=STI NSON, 


JE 




12 


AU=STI NSON, 


J EFFREY 




4 


AU=STI NSON, 


J EFFREY 


A 


8 


AU=STI NSON, 


J EFFREY 


A. 


2 


AU=STI NSON, 


J EFFREY 


ALAN 


1 


AU=STI NSON, 


J EFFREY 


L 


3 


AU=STI NSON, 


J EFFREY 


L. 


7 


AU=STI NSON, 


J EFFREY 


R 


10 


AU=STI NSON, 


J EFFREY 


R 


1 


AU=STI NSON, 


J EFFREY 


Rl CHARD 


1 


AU=STI NSON, 


J EFFREY 


S. 


54 


E1- E12 







i pot ei choi c or t ei choi c) 
54 S14 

LI POTEI CHOI C 
TEI CHOI C 

S14 AND (LI POTEI CHOI C OR TEI CHO C) 
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»>Dupl i cat e detection is not supported for File 393. 

»>Dupl i cat e detection is not supported for File 391. 

»>Recor ds f r om unsuppor t ed f i I es wi I I be r et ai ned in t he RD set . 

S16 4 RD ( uni que i t errs) 

? t s16/3, k/ 1-4 

»>KW C opt i on is not avai I abl e in f i I e( s) : 399 

16/3, KM ( 1 1 em 1 f rom f i I e: 24) 
Dl ALOG( R) Fi I e 24: CSA Li f e Sci ences Abst r act s 
(c) 2010 CSA. AI I rts. reserv. 

0002808824 I P ACCESSI CN NQ 6495019 

Opsonic and protective monoclonal and chimeric antibodies specific for 
I i pot ei choi c aci d of gr am posi t i ve bact er i a 

Fischer, Gerald W, Schurran, R chard F; W>ng, Hi ng; St i nson, Jeffrey 



, Septerrber 6, 2005 
PUBLI CATI CN DATE: 2005 

DOCU^NT TYPE: Pat ent 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SUMW\RY LANGUAGE: Engl i sh 

FI LE SEGVENT: IVedi cal & Phar rraceut i cal Bi ot echnol ogy Abst r act s 

Opsonic and protective rronocl onal and chimeric antibodies specific for 
I i pot ei choi c aci d of gr am posi t i ve bact er i a 

Fischer, Gerald VV Schurran, R chard F; W>ng, Hi ng; St i nson, Jeffrey 



ABSTRACT: 

The present invention encorrpasses rronocl onal and chimeric antibodies that 
bind to lipoteichoic acid of Gam positive bacteria. The antibodies 
also bind to whole bacteria and enhance phagocytosis... 

...unknown rreans to diagnose, prevent and/ or treat infections caused by 
gr am posi t i ve bact er i a bear i ng I i pot ei choi c aci d. Thi s i nvent i on al so 
encorrpasses a pept i de m m c of t he I i pot ei choi c aci d epi t ope bi ndi ng 
site defined by the rronocl onal antibody. This epitope or epitope peptide 
m m c i dent i f i es ot her ant i bodi es t hat may bi nd to t he I i pot ei choi c 
acid epitope. Ivbreover, the epitope or epitope peptide rri ni c provides a 
val uabl e subst r at e f or t he. . . 

DESCRIPTORS: Gam- positive bacteria; Epitopes; Lipoteichoic acid; 
IVbnocI onal antibodies; Infection; Vaccines; Phagocytosis; Patents 



16/3, K/ 2 ( 1 1 em 1 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: OA SEARCH( R) 

(c) 2010 Arrerican Chemical Society. All rts. reserv. 
140058441 OA: 1 40(5) 58441 v PATENT 

Cpsoni c rronocl onal and chi rrer i c ant i bodi es speci f i c to I i pot ei choi c aci d 
of G am posi t i ve bact er i a f or di agnosi s and t r eat ment of infection 
I NVENTOR( AUTHOR) : St i nson, Jeffrey R. ; Schurran, R chard F. ; rvbnd, Jarres 
J.; Lees, Andrew; Fischer, Gerald V\al t er 
LOCATI CN: USA 
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APPLICATION: US 323927 (20021220) * US 97055 (19980615) * US PV343503 
(20011221) 

PAGES: 42 pp., Cont . - i n- par t of U.S. 6,610,293. CODEN: USXXCO 
LANGUAGE: Engl i sh 
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CLASS: 424130100; A61 K- 039/ 395A; C07K-016/18B 



16/3, K/ 3 (Item 2 from f i I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
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regions for diagnostic and therapeutic uses 

I NVENTOR( AUTHOR) : Wjng, Hi ng C. ; St i nson, Jeffrey R. ; Ivbsquera, Luis A. 
LOCATI CN: USA 

ASSIGNEE: Sunol Molecular Corporation 
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16/3, KM ( 1 1 em 3 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cherri cal Society. All rts. reserv. 
139116277 CA: 1 39( 8) 1 1 6277p PATENT 

Opsonic rronocl onal and chimeric antibodies specific for lipoteichoic acid 
of Or am positive bacteria 

I NVENTCR( AUTHOR) : St i nson, Jeffrey R. ; Schurran, Ri char d F. ; M)nd, James 
J.; Lees, Andrew; Fischer, Gerald V\al t er 
LOCATI CN: USA 

ASSIGNEE: Bi osynexus Incorporated 

PATENT: PCT I nt er nat i onal ; VC 200359260 A2 DATE: 20030724 
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PAGES: 99 pp. CODEN: PI XXD2 LANGUAGE: Engl i sh 
PATENT CLASSI Fl CATI ONS: 



CLASS: A61K-000/A 
DESI GNATED COUNTRI ES: AE; AG; AL; 



AM AT; AU; AZ; BA; BB; BG; BR; BY; BZ; 

CA; CH; CN; CQ CR; CU; CZ; DE; DK; DM DZ; EC; EE; ES; Fl ; GB; GD; GE; GH; 

GVt HR; HU; ID; I L; IN; IS; JP; KE; KQ KP; KR; KZ; LC; LK; LR; LS; LT; LU; 

LV; MH; WD; M3; M<; MM; IvVV MK; MZ; NQ NZ; CM PH; PL; PT; RQ RU; SC; SD; 

SE; SG; SK; SL; TJ; TM TN; TR; TT; TZ; UA; UG; US; UZ; VC; VN; YU; ZA; ZM 

ZW. AM AZ; BY; KG; KZ; MD; RU; TJ; TM DESI GNATED REGI ONAL: GH; GM KE; LS 
; m MZ; SD; SL; SZ; TZ; UG; ZM ZVV AT; BE; BQ CH; CY; CZ; DE; DK; EE; 

ES; Fl ; FR; GB; GR; IE; IT; LU; M3; NL; PT; SE; SI; SK; TR; BF; BJ; CF; CG; 

CI ; CM GA; GN; GQ GW M_; WR; NE; SN; TD; TG 
? ds 



Set 
S1 
S2 
S3 
S4 
S5 



1 1 errs 
99 



Descr i pt i on 
E26- E31 

RD ( uni que i t ems) 
S2 AND 7TECHQ C? 
E3-E8 

S4 AND (LI POTECHa C CR TECHOI C) 
S4 AND (LI POTEI CHOI C CR TEI CHO C) 
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S7 


6 


RD ( uni que i t ems) 


S8 


184 


E3- E1 2 


S9 




Co AMR / I I Df^fTCI r^UTV r*D TCI (^U^J 

bo AND ( LI rUI bl L/H(J L> UH I bl L/HU Li) 


S10 


2 


RD ( uni que i t ems) 


S11 


38 


E3- E9 


S12 


6 


S1 1 AND ( LI POTEI CHO C CR TEI CHO C) 


S13 


4 


RD ( uni que i t ems) 


S14 


54 


E1 - E1 2 


S15 


5 


S14 AND ( LI POTEI CHO C CR TEI CHO C) 


S16 


4 


RD ( uni que i t ems) 



? t S16/3, k/ 1-4 
»>KW C opt i on is not avai I abl e in f i I e( s) : 399 

16/3, KM (Item 1 from fi I e: 24) 
Dl ALOG( R) Fi I e 24: CSA Li f e Sci ences Abst r act s 
(c) 2010 CSA. Al I rts. reserv. 

0002808824 I P ACCESS I CN NO 6495019 

Opsonic and protective rronocl onal and chimeric antibodies specific for 
I i pot ei choi c aci d of gr am posi t i ve bact er i a 

Fischer, Gerald VY Schurran, R chard F; W)ng, Hi ng; St i nson, Jeffrey 



, Sept enter 6, 2005 
PUBLI CATI CN DATE: 2005 

DOCU^NT TYPE: Pat ent 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SUMM\RY LANGUAGE: Engl i sh 
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Opsonic and protective rronocl onal and chimeric antibodies specific for 
I i pot ei choi c aci d of gr am posi t i ve bact er i a 

Fischer, Gerald VV Schurran, R chard F; W>ng, Hi ng; St i nson, Jeffrey 



ABSTRACT: 

The present invention encorrpasses rronocl onal and chimeric antibodies that 
bind to lipoteichoic acid of Gam positive bacteria. The antibodies 
also bind to whole bacteria and enhance phagocytosis... 

...unknown means to diagnose, prevent and/ or treat infections caused by 
gr am posi t i ve bact er i a bear i ng I i pot ei choi c aci d. Thi s i nvent i on al so 
encorrpasses a pept i de ni ni c of t he I i pot ei choi c aci d epi t ope bi ndi ng 
site defined by the rronocl onal antibody. This epitope or epitope peptide 
ni ni c i dent i f i es ot her ant i bodi es t hat may bi nd to t he I i pot ei choi c 
acid epitope. Ivbreover, the epitope or epitope peptide ni ni c provides a 
val uabl e subst r at e f or t he. . . 

DESCRIPTORS: Gam positive bacteria; Epitopes; Lipoteichoic acid; 
Ivbnocl onal antibodies; Infection; Vaccines; Phagocytosis; Patents 
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(c) 2010 American Cheni cal Society. All rts. reserv. 
140058441 CA: 1 40(5) 58441 v PATENT 

Cpsoni c rronocl onal and chi mer i c ant i bodi es speci f i c to I i pot ei choi c aci d 
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18662668 BI OSI S NO. : 200600008063 

Ant i - pr ot ei nase 3 antibodies (c-ANGA) prime CD1 4- dependent leukocyte 
act i vat i on 

AUTHOR: Hat t ar Katja; van Buerck Sandra; Bi ckenbach Annette; Grandel Ulrich 
; Maus Ulrich; Lohrreyer Juergen; Csernok Elena; Hartung Thomas; Seeger 
Werner; Gr i nrri nger Friedrich; Sibelius Ul f (Reprint) 

AUTHOR ADDRESS: Uni v G essen, Dept Internal Mad, D- 35385 G essen, Germany** 
Gar many 

AUTHOR E- IVAI L ADDRESS: ul f . si bel i us@ nner e. med. uni - gi essen. de 
JOURNAL: Journal of Leukocyte Biology 78 (4): p992- 1000 OCT 2005 2005 
ISSN: 0741-5400 
DOCUMENT TYPE: Art i cl e 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 

Ant i - pr ot ei nase 3 antibodies (c-ANCA) prims CD1 4- dependent leukocyte 
act i vat i on 

...ABSTRACT: Wgener's gr anul orrat osi s ( WG) , a pathogenetic role has been 
pr oposed f or ci r cul at i ng ant i - neut r ophi I - cyt opl asm c ant i bodi es 
( ANCA) t ar get i ng pr ot ei nase 3 ( PR3) . □ sease act i vat i on in WG appear s t o 
be triggered by bacterial infections. I n t he present study, we 
characterized the effect of ant i - PR3 antibodies on in vitro 
activation of isolated monocytes and neutrophils by the bacterial 
eel I -wall corroonents I i popol ysacchar i de (LPS) and lipoteichoic acid 
( LTA) . Although sole incubation of rronocyt es and neutrophils with 
monoclonal ant i - PR3 antibodies induced the release of m nor 
quantities of the cherroki ne i nt er I euki n- 8 ( I L- 8) , preincubation with 
ant i - PR3 antibodies, but not with i sot ype- mat ched control 
i rmunogl obi i n G ( I gG) , r esul t ed i n a mar kedl y enhanced I L- 8 
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I i ber at i on upon LPS chal I enge. The pr i rri ng r esponse was. . . 

. . . TNF- al pha) and I L- 6 synthesis. Corrparable pr i rri ng occurred when 
I eukocyt es wer e pr ei ncubat ed wi t h ANCA- 1 gG der i ved f r om V\G ser um 
but not with normal I gG The pr i rri ng effect of the ant i - PR3 
antibody pr et r eat nrent was reproduced for LTA chal I enge of 
monocytes and neutrophils but not for leukocyte st i rail at i on with 
TNF- alpha. Fl ow cyt orrot r i c analysis revealed an increase in 
monocyte and neutrophil membrane CD14 expression during the 
ant i - PR3 pr i rri ng. W concl ude t hat cyt opl as rri c ANCA speci f i cal I y pr i me 
CD1 4- dependent monocytes and neutrophils for activation. The 
resulting enhanced responsiveness to bacterial pathogens may contribute 
t o t he. . . 

. . . REGI STRY NU^ERS: I i pot ei choi c aci d 
DESCRI PTORS: 

ORGANI S^: PARTS ETC: monocyt e- - 

CHEM CALS & Bl CCHEM CALS: . . . rronocl onal ant i bodi es; ... 
. . . i rmunogl obul i n G { I gG} ; ... 
. . . I i pot ei choi c aci d { LTA. . . 

... ant i - neut r ophi I cyt opl as rri c ant i bodi es { ANCA. . . 
. . . ant i - pr ot ei nase 3 ant i bodi es; 
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17135994 BICSISNO. : 200300094713 

4- 1 BB ( CD137) di f f er ent i al I y r egul at es rrur i ne in vi vo pr ot ei n- and 

pol ysacchar i de- speci f i c i rmunogl obul i n isotype responses to 

Streptococcus pneumoniae. 
AUTHOR: Wi Zheng- Q ; Khan Abdul Q Shen Yi ; W>lcott Karen M, Dawi cki 

W>j ci ech; Witts Tani a H; M 1 1 1 er Robert S; Snapper Clifford M ( Repr i nt ) 
AUTHOR ADDRESS: Depart rrent of Pathology, Unit or mad Services University of 

the Health Sciences, 4301 Jones Bridge Rd. , Bet hesda, UD, 20814, USA** USA 
AUTHOR E- IvAl L ADDRESS: csnapper @isuhs. rri I 

JOURNAL: Infection and Immunity 71 (1): p196-204 January 2003 2003 
IVEDI UM pr i nt 

I SSN: 0019-9567 _( I SSN pr i nt ) 
DOCU^NT TYPE: Art i cl e 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 

4- 1 BB ( CD1 37) di f f er ent i al I y r egul at es rrur i ne in vivo pr ot ei n- and 
pol ysacchar i de- speci f i c i rrrrunogl obul i n isotype responses to 
Streptococcus pneumoniae. 

...ABSTRACT: an in vivo protein ( pneumococcal surface protein A ( PspA) ) - 
and polysaccharide ( phosphor yl choi i ne (PC) deterninant of teichoic 
aci d) - speci f i c i muinogl obul i n ( I g) isotype response to 
Streptococcus pneurroni ae was dependent on CD4+ TCRal phabet a+ T cells and 



. Wi demonstrate that nice genetically deficient in 4- 1 BBL elicit a 
markedly reduced I gM and I gG ant i - PC but normal primary and 
secondar y I gG ant i - PspA r esponses t o S. pneurroni ae r el at i ve to 
those for wild- type nice. However, injection of an agonistic anti-4-1BB 
rronocl onal ant i body ( IvAb) , whi I e havi ng no si gni f i cant ef f ect 
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on t he ant i - PC r esponse, st r ongl y i nhi bi t s t he pr i mar y. . . 

DESCRI PTORS: 

CHEM GALS & BI OCHEM GALS: . . . i rrrrunogl obul in M.. 
. . . i rrrrunogl obul i n G . . 
... ant i - 4- 1 BB rronocl onal ant i body; 
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16086612 BI OSI S NO. : 200100258451 

Ant i - PR3- ant i bodi es (c-ANGA) pr i rro CD1 4- dependent monocyte 
act i vat i on 

AUTHOR: Hat t ar Katja (Reprint); von Buer k Sandra (Reprint); Bi ckenbach 
Annette (Reprint); Csernok Elena (Reprint); Seeger V6r ner (Reprint); 
Gfirrrringer Friedrich (Reprint); Sibelius Ul f (Reprint) 

AUTHOR ADDRESS: JLU G essen, Kl i ni kstrasse 36, G essen, Hessen, 35392, 
Ger rrany**Ger many 

JOURNAL: FASEB Journal 15 (5): pA1065 March 8, 2001 2001 

IVEDI UM pr i nt 

CONFERENCE/ IVEETI NG: Annual Meeting of the Federation of Arrerican Societies 
for Exper i rront al Biology on Exper i rront al Biology 2001 Orlando, Florida, 
USA March 31- Apr i I 04, 2001; 20010331 
I SSN: 0892- 6638 

DOCUMENT TYPE: Meeting; Meet i ng Abst r act 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 

Ant i - PR3- ant i bodi es (c-ANGA) prime CD1 4- dependent monocyte 
act i vat i on 

ABSTRACT: Ant i - neut r ophi I - cyt pi opasnri c- ant i bodi es (c-ANGA) targeting 
Proteinase- 3 ( PR3) , a serine protease of neutrophils and monocytes, 
have been implicated i n t he pathogenesis of syst em c vasculitis, such as 
Wgener's Or anul orrat osi s ( W3) . Wii I e t he interaction of ant i - PR3- 
ant i bodi es with neutrophils has been extensively studied in vitro, 
their effect on i nf I arrrrat or y rronocyt e behaviour is less well 
characterized. I n t he present study, we investigated the influence of 
nnnocl onal ant i - PR3- ant i bodi es ( ant i - PR3) and ant i - PR3- 
ant i bodi es fromWS-sera (c-ANGA) on cytokine release from highly 
purified human rronocyt es. Monocytes were isolated by 
count er cur r ent centrifugal elutriation, and secretion products were 
anal yzed by ELI SA t echni ques. PR3 was f ound t o be const i t ut i vel y 
expressed on the surface of isolated rronocyt es i n t he absence of 
additional prirring procedures. Ant i - PR3 challenge per se provoked only 
the liberation of sorre ni nor arrount s of IL-8. However, when preincubated 
with ant i - PR3- ant i bodi es, rronocyt e IL-8 release in response 
t o I i popol ysacchar i de ( LPS) - chal I enge was massi vel y ampl i f i ed. Thi s 
effect was reproduced by c- ANGA or i gi nat i ng fromWS-sera, whereas human 
and murine control IgGwere ineffective. The ant i - PR3- r el at ed 
prirring was equally observed when I i pot ei choi c acid ( LTA) from 
Staph, aureus was errpl oyed, but not in response to st i rail at i on with 
TNF- al pha. St udi es wi t h t he f unct i on- bl ocki ng ant i - CD14- ant i body 
W-4 suggested that LPS and LTA- induced monocyte activation were 
both dependent on CD14, whereas TNF- al pha activated monocytes by a 
CD14- i ndependent mechani sm FI ow- cyt orret r y studies revealed a massive 
upregulation of membrane CD14- expr essi on in response to 
ant i - PR3- 1 r eat rront . W conclude that ant i - PR3- ant i bodi es 
selectively prime CD1 4- dependent rronocyt e activation with 
upregul at i on of membrane CD14 as rrechani sm under I yi ng t he pr i rri ng 
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response. This ant i - PR3- i nduced enhanced responsiveness of 
monocytes for activation with bacterial cell wall components such 
as LPS or LTA may cont r i but e to... 

DESCRI PTORS: 

ORGANI SIVB: PARTS ETC: monocyt e- - 

CHEM GALS & Bl OCHEM GALS: ... ant i - neut r ophi I - cyt opl asm c- 
ant i bodi es { c- ANGA. . . 

. . . I i pot ei choi c aci d 



20/3, K/ 4 (Item 4 from fi I e: 5) 
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11867838 BICSISNO. : 199396032254 

Human rronocl onal antibody HA- 1 A binds to endotoxin via an 

epi t ope in t he I i pi d A dorrai n of I i popol ysacchar i de 
AUTHOR: Bogard V\arren C Jr (Reprint); Si egel Scott A; Leone Ann O; Dam ano 

Evemarie; Sheal y David J; Ely Therese M Frederick Bart; Mascel I i Mary A; 

Si egel R chard C 

AUTHOR ADDRESS: Cent ocor , Inc., 200 Great Valley Parkway, Malvern, PA 

19355, USA** USA 
JOURNAL: Journal of I rrrrunol ogy 150(10): p4438- 4449 1993 
I SSN: 0022- 1 767 
DOCUMENT TYPE: Art i cl e 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 

Human rronocl onal antibody HA- 1 A binds to endotoxin via an 
epi t ope in t he I i pi d A dorrai n of I i popol ysacchar i de 

. . . ABSTRACT: wi t h sept i c shock, i n a cont r ol I ed cl i ni cal t r i al . To conf i r m 
the reported specificity of this antibody for the lipid A dorrai n of 
endotoxin, several assay syst errs were developed. These assay systems... 

. . . A pr epar ed f r om Sal rronel I a ni nnesot a R595 LPS, wher eas negat i ve cont r ol 
human I gM rrAb or polyclonal antibodies did not. Several 
exper i rrent al approaches were errpl oyed to demonstrate the specificity of 
HA- 1 A i n t hese assay syst ems. Bot h pol yrryxi n B and rrur i ne I gG rrAb 
( 8A1 ) wi t h a speci f i ci t y f or I i pi d A wer e abl e to corrpet i t i vel y i nhi bi t 
HA- 1 A r eact ivity with lipid Ain a dose- dependent manner . Fur t her rror e, a 
rrurine I gG ant i - 1 d rrAb (9B5.5) developed against HA- 1 A was also 
abl e to bl ock t he. . . 

. . . assessed. Soma weak i nt er act i on was seen wi t h car di ol i pi n and chi t i n, 
but not with ser urn pr ot ei ns, I i pot ei choi c acid, or DNA. 
Col I ect i vel y, t hese r esul t s concl usi vel y est abl i sh t hat HA- 1 A bi nds t o 
the lipid A r egi on of LPS by an i nt er act i on wi t h t he V r egi on of t he 
ant i body. 

DESCRI PTORS: 

CHEM CALS & Bl OCHEM CALS: 

M SCELLANEOUS TERMS: ANTI BODY PRODUCTI ON. . . 
CONCEPT CODES: 
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09700438 BICSISNO: 198988015553 

ANTI PNEUMOCOCCAL EFFECTS OF C- REACTI VE PROTEI N AND M3NOCLCNAL 
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ANT I BODI ES TO PNEUMOCOCCAL CELL WM_L AND CAPSULAR ANTI GENS 

AUTHOR: BRI LES D E ( Repr i nt ) ; FOHvAN C; HORGWTZ J C; VOLANAKI S J E; 
BENJAM N WH JR; IVCDANI EL L S; ELDRI DGE J; BROOKS J 

AUTHOR ADDRESS: DEP PEDI ATR UNI V OF ALA AT Bl RM NGHAM, Bl RM NGHAM ALA 
35294 USA* * USA 

JOURNAL: Infection and Irmunity 57 (5): p1457-1464 1989 

ISSN: 0019-9567 

DOCUMEM" TYPE: Art i cl e 

RECORD TYPE: Abst r act 

LANGUAGE: ENGL I SH 

ANTI PNEUMOCOCCAL EFFECTS OF O REACTI VE PROTEI N AND MONOCLONAL 
ANTI BODI ES TO PNEUMXOCCAL CELL WM_L AND CAPSULAR ANTI GENS 

ABSTRACT: Antibodies to pneurracoccal capsular polysaccharides are 

well known f or their abi I i t y to pr ot ect against pneurracoccal infection. 
Recent st udi es i ndi cat e t hat ant i bodi es to eel I ant i gens, i ncl udi ng 
pneurracoccal surface protein A and the phosphochol i ne (PC) det er rri nant of 
teichoic acids as well as human G- reactive protein (which also 
bi nds to PC) , can pr ot ect . . . 

...and peritoneal cavity. Cur findings extend previous results indicating 
that human O reactive protein and antibodies to noncapsul ar 
ant i gens ar e gener al I y I ess pr ot ect i ve t nan ant i capsul ar ant i bodi es 
. The new r esul t s obt ai ned i ndi cat e t he f ol I owi ng: ( i ) mouse pr ot ect i on 
studies with i nt r aper t i oneal and intravenous infections provide very 
si rri I ar results; (ii) rranocl onal i rrrrunogl obul i n G2a ( I gG2a) 
antibodies t o PC, like IgGI, I gG2b, and I gG3 antibodies to 
PC, are highly protective against pneurracoccal i nf ect i on i n rri ce; (iii) 
human antibody to PC i s able to protect against pneumococcal 
i nf ect i on i n rri ce; ( i v) ant i bodi es t o PspA ar e ef f ect i ve at 
rredi at i ng blood and peritoneal clearance of pneurracocci ; (v) corral errant 
i s r equi r ed f or t he in vi vo pr ot ect i ve ef f ect s of bot h I gG and I gM 
antibodies t o PC; (vi) IgGI, I gG2b, and I gGB ant i - PC 
antibodies all rredi ate corrpl errent - dependent lysis of PC- conj ugat ed 
erythrocytes; and (vi) antibodies and human C- reactive proteins 
that ar e r eact i ve wi t h capsul ar ant i gens but not cell wall... 
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07338477 Bl OSI S NO. : 198478073884 

SURFACE MARKERS OF HUNAN Gl NGI VAL FI BROBLASTS I N- VI TRO CHARACTERI ZATI ON AND 

M0DULATI ON BY ENZYMES AND BACTERI AL PRODUCTS 
AUTHOR: BARBER S ( Repr i nt ) ; POAELL R N; SEYMOUR G J 

AUTHOR ADDRESS: DENTAL SCH, TURBOT ST, BRI SBANE 4000, AUSTRAL I A* * AUSTRAL I A 

JOURNAL: Journal of Oral Pathology 13 (3): p221-230 1984 

I SSN: 0300- 9777 

DOCUMEM" TYPE: Art i cl e 

RECORD TYPE: Abst r act 

LANGUAGE: ENGL I SH 

ABSTRACT: Surface markers of human gingival fibroblasts in vitro were 
investigated using monoclonal and heterologous ant i sera against a 
range of cell surface antigens, together with rosetting techniques, to 
characterize surface receptors for I gG and [ corral errent ] C3. W-38 
fibroblasts [errbryonic lung] and human peripheral blood monocytes 
were used as control cells. Human gingival fibroblasts exhibited 
corrpl errent receptors and . bet a. 2- rri cr ogl obul i n. . . 



DR ant i gens, and t hey addi t i onal I y exhi bi t ed a gr anul ocyt e ant i gen not 
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apparent on W-38 cells. Monolayers of the gingival fibroblasts 
were further exposed for short periods to varying concentrations of 
enzyrres (trypsin, col I agenase and neur am ni dase) , bacterial extracts 
( I i popol ysacchar i de and lipoteichoic acid) and crude supra- and 
subgingival plaque sonicates. Surf ace- rrar ker analysis was then carried 
out . . . 

DESCRI PTORS: HUMMM EM3RYCNI C LUNG W - 38 CELLS MONOCYTE TRYPSI N 

COLL AGENASE VI BRI 0- CHCLERAE NEURAM NI DASE PLAQUE SCNI GATE CELL SURFACE 

ANTI GEN GRANULOCYTE ANTI GEN I MVUNO GLCBULI N G . . 

. . . C- 3 SURFACE RECEPTORS HLA- DR ANTI GEN BETA- 2 M CRO GLCBULI N LI PO POLY 
SACCHARI DE LI PO TEI CHOI C- ACI D/ 
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0003211953 I P ACCESSI CM NO 8124962 

Pept i dogl yean and rrannose- based molecular patterns trigger the arachidonic 
acid cascade in human polymorphonuclear leukocytes 

Valera, I; Vigo, AG; Al onso, S; Barbolla, L; Crespo, MS; Fernandez, N 
I nst i t ut o de Bi ol ogi a y Genet i ca IVblecular, CI Sanz y Fores s/ n, 47003, 
Val I adol i d, Spain, [ rrai I to: rrscr es@ bgm uva. es] 

Journal of Leukocyte Biology, v 81, n 4, p 925-933, April 1, 2007 
PUBLI CATI CM DATE: 2007 

DOCUMENT TYPE: Journal Article 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SUMVARY LANGUAGE: Engl i sh 
ISSN: 0741-5400 

FI LE SEGMENT: I rmxinol ogy Abst r act s 
ABSTRACT: 

i nducer s of AA rret abol ism as t hey pr oduced t he r el ease of 
corrpl errent - coat ed zymosan particles and I gG i mrune complexes. In 
sharp contrast, lipoteichoic acid, LPS, rrur arryl di pept i de, and the 
bact er i al I i popr ot ei n ni ni c pal rri t oyl - 3- cyst ei ne- ser i ne- 1 ysi ne- 4 f ai I ed. . . 

DESCRIPTORS: Abundance; Ant i gen- ant i body corrpl exes; Arachidonic 
acid; Cal pai n; Fungi; I rrrrunogl obul i n G; I nf I arrmat i on; 
Leukocytes; Leukocytes (polymorphonuclear); Leukotriene B4; Lipids; 
Li popol ysacchar i des; Lipoproteins; Li pot ei choi c aci d; 
Lipoxygenase; Vet abol ism Vbnocl onal antibodies; Pattern 
recognition; Phosphol i pase A2; Prostaglandin E2; 

Pr ost agl andi n- endoper oxi de synthase; Signal transduction; TLR2 protein; 
Tol I - 1 i ke. . . 
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06141338 Genui ne Art i cl e#: XX775 No. References: 31 

Title: I muinopat hoi ogi c features of Staphylococcus epi der ni di s- i nduced 

endopht hal ni t i s in t he r at 
Author: Ravindranath RVH ( REPRI NT) ; Hasan SA; Vbndi no BJ 
Cor por at e Sour ce: UNI V SO CALI F, CTR CRANI CFACI AL MX BI a, 2250 ALCAZAR 

ST/ LCS ANGELES/ / CA/ 90033 ( REPRI NT) ; UNI V CALI F LOS ANGELES, DORI S STEI N 
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EYE RES CTR, JULES STEI N EYE I NST/ LCS ANGELES/ / C/V 90024 
Journal: CURRENT EYE RESEARCH, 1997, V16, N10(CCT), P1 036- 1043 
ISSN: 0271-3683 Publ i cat i on Dat e: 19971000 

Pub I is her: OXFORD UNI V PRESS, GREAT CLARENDON ST, OXFORD, ENGLAND 0X2 6 DP 
Language: English Document Type: ARTICLE ( ABSTRACT AVAI L ABLE) 

...Abstract: saline. The clinical scores, cellular infiltrate in vitreous, 
and I evel s of ser um and vi t r eous I gM I gG and I gA t o gl ycer ol 
teichoic acid ( CTA) , the major antigenic determnant of S. 
epi der ni di s eel I wal I . wer e al I nreasur ed from.. 

...cells ( CD45+/ CD3- ) was conf i r rred by f I ow cyt orret r i c analysis of pooled 
vi t r eous humor , I gM and I gG but not I gA ant i bodi es t o GTA 
wer e f ound in vi t r eous of i nj ect ed eyes. The peak of ant i - GTA I gM . . 

. . . epi der ni di s- i nf ect ed rats on day 1 and declined by day 7. In contrast to 
vi t r eous ant i bodi es, ser um ant i - GTA I gM ant i bodi es wer e 
significantly elevated throughout the course of S. epi derm dis 
endopht hal ni t i s. A weak I gG but no I gA r esponse wer e obser ved i n 
ser um Ant i - GTA ant i bodi es wer e al so f ound in I ow I evel i n nor mal 
sera but not in normal vitreous. 

Conclusions. The vitreous antibodies may be involved in 

neut r ophi I - rredi at ed opsonophagocyt osi s leading to 'spontaneons 

sterility' of the bacteria, and... 
...Descriptors: enzyrre- 1 i nked i rrrrunosor bent assay ( ELI SA) ; endopht hal ni t i s 

; I gM ant i bodi es ; Staphylococcus epi der rri dis ; vitreous ; rat 
... I dent i f i er s: AUREUS ENDOPHTHALM Tl S; I MvUNE- RESPONSE; RABBI T MDDEL; 

LOCAL I ZATI ON; SPECI Fl CI TY; ANT I BODI ES; ANT I GEN; EYE 
Research Fronts: 95- 1513 001 ( NATURAL ANTI BODI ES; PROTEI N ANTI GENS; 

I MMJNQVDDULATI CN OF EXPERI MENTAL AUTO MVUNE MYASTHENI A- GRAVI S; 

MINCCLCNAL AUTOANTI BODY; SOVATI C MJTATI CNS) 
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01067688 Genui ne Art i cl e#: FT829 No. References: 46 

Ti t I e: ELI SA PROCEDURES FOR THE MEASUREMENT OF I GG SUBCLASS 

ANTI BODI ES TO BACTERI AL- ANTI GENS 
Aut hor : RUTHS S; DRI EDI JK PC; \AEENI NG RS; OUT TA 
Cor por at e Sour ce: UNI V AMSTERDAM ACAD MED CTR, CLI N I MVUNOL LAB, B 1 

236, MEI BERGDREEF 9/ 1 1 05 AZ AMSTERDAM / NETHERLANDS/ ; UNI V AMSTERDAM ACAD 
MED CTR, CLI N I MVUNOL LAB, B 1 236, MEI BERGDREEF 9/1105 AZ 
AMSTERDAM / NETHERLANDS/ ; UNI V AMSTERDAM ACAD MED CTR, DEPT PEDI AT/ 1 1 05 
AZAM3TERDAM / NETHERLANDS/ ; UNI V AMSTERDAM ACAD MED CTR, EXPTL & CLI N 
I MVUNOL LAB CLB/ 1 1 05 AZ AMSTERDAM / NETHERLANDS/ 
Journal: JOURNAL OF I MVUNOLOGI GAL METHODS, 1991, V140, N1 , P67- 78 
Language: ENGLISH Document Type: ARTICLE (Abstract Available) 

Ti t I e: ELI SA PROCEDURES FOR THE MEASUREMENT OF I GG SUBCLASS 
ANTI BODI ES TO BACTERI AL- ANTI GENS 

Abstract: W have developed enzyrre- 1 i nked i rrrrunosor bent assays ( ELI SA) of 
I gG subel ass antibodies against whole bacteria and 
bacterial antigens using enzyme- 1 abel I ed mouse monoclonal 
antibodies. The properties of different ant i - subel ass 
ant i bodi es wer e corrpar ed. In ser a f r om 18 heal t hy adul t s we 
measured the I gG subel ass distribution of specific 
antibodies against Staphylococcus aureus and Haemophilus 
influenzae b and against distinct bacterial components: pneumococcal 
capsular polysaccharides, dextran and tetanus toxoid. W found that 
antibodies against protein (tetanus toxoid) were mainly I gGI , 
with some contribution of I gG4 and I gG2. Antibodies against 
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polysaccharides (pneumococcal PS and dextran) and whole bacteria were 

restricted mainly to I gGI and... 
. . . Descr i pt or s: ELI SA, I G3 SUBCLASS ANT I BODY; MONOCLONAL 

ANTI BODY; STAPHYLOCOCCUS- AUREUS; HAEMOPHI LUS- I INFLUENZAE- B; 

PNEUMOCOCCAL CAPSULAR PCLYSACCHARI DE; DEXTRAN; TETANUS TOXOI D 
... I dent i f i er s: I NFLUENZAE TYPE- B; LI NKED I MVUNGSORBENT- ASSAY; AUREUS 

TEI CHO C- ACI D; MONOCLONAL- ANTI BODI ES; CAPSULAR 

PCLYSACCHARI DE; CHI LDREN; I MVUNOGLCBULI N; DEFI CI ENCY; AFFI Nl TY; 

I MVUNI ZATI ON 

Research Fronts: 89-0004 003 ( I Q3 SUBCLASSES; PNEUMOCOCCAL 
ANTI BODI ES; EFFECT OF ALLOTYPE G2M[ N) ) 
89- 2767 001 ( RECURRED ACUTE OTI Tl S- MEDI A; PENI CI LLI N TOLERANCE OF. . . 
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(c) 2010 Elsevier B. V. All rts. reserv. 

0079011268 EM3ASE/ Medl i ne No: 2002174964 

The utility of I gG subcl ass rreasur errent for investigating 

i nf ect i on- pr one patients 

Kumar ar at ne D. S. ; Joyce H. J . ; Jef f er i s R. 

Dept. of Q i n. Bi ochem and I rrrrunol . , Addenbr ooke' s Hospital, Hills Road, 
CanPridge CB2 2 GO, United Kingdom 

CORRESP. AUTHOR/ AFFI L: Kumar ar at ne D. S. : Dept. of CI i n. Bi ochem and 
I rrrrunol . , Addenbr ooke' s Hospital, Hills Road, Carrbridge CB2 2GQ United 
Ki ngdom 

CORRESP. AUTHOR EMM L: dsk22@am ac. uk 

CPD Bui I et i n I mrunol ogy and Al I er gy ( CPD Bui I . I nrrmnol . Al I er gy ) ( 
United Ki ngdorr} May 27, 2002, 2/2 (44-47) 
CODEN: CBI AF I SSN: 1 367- 8949 

DOCUMENT TYPE: Journal; Review RECORD TYPE: Abstract 
LANGUAGE: Engl i sh SUMvARY LANGUAGE: Engl i sh 
NUM3ER OF REFERENCES: 26 

The utility of I gG subcl ass rreasur errent for investigating 
i nf ect i on- pr one pat i ent s 

The structure and biological functions of the I gG subcl asses are 
briefly reviewed. The lack of internationally validated reference sera add 
to t he t echni cal . . . 

...which in turn makes it difficult to compare results between different 
laboratories. The evidence correlating I gG subcl ass deficiency with 
suscept i bi I i t y to i nf ect i on is weak, I eadi ng to a gr owi ng scept i ci sm on t he 
use of measuring subclasses when screening for clinically significant 
i muinodef i ci ency. Measuring specific antibody responses, if necessary 
after i muini sat i on, is likely to be more useful. 

DRUG DESCRI PTORS: 

*i rmunogl obul i n cl ass- - endogenous compound- - ec; *i nminogl obul i n 
G- - endogenous conpound- -ec 

ant i body- - endogenous corrpound- - ec; bacterial polysaccharide 
- - endogenous corrpound- - ec; bact er i urn I i popol ysacchar i de- - endogenous 
conpound- - ec; blood clotting factor 8- - endogenous corrpound- - ec; dextran 
--endogenous conpound- - ec; i nminogl obul i n A1 -- endogenous conpound--ec 
; i rrrrunogl obul i n A2- - endogenous conpound- - ec; i rmunogl obul i n D 
--endogenous conpound- - ec; i rrrrunogl obul i n E- - endogenous conpound- - ec; 
i rrrrunogl obul i n G1 -- endogenous conpound- - ec; i rrrrunogl obul i n G2 
--endogenous conpound- - ec; i nminogl obul i n G3- - endogenous conpound- -ec 
; i rrrrunogl obul i n G4- - endogenous conpound- - ec; i rrrrunogl obul i n 
heavy chai n- - endogenous conpound- - ec; i rrrrunogl obul i n M- endogenous 
conpound- - ec; maternal ant i body- - endogenous conpound- - ec; 
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ironocl onal ant i body- - phar macol ogy- - pd; phosphol i pase A2 
--endogenous compound- - ec; Pneumococcus vacci ne- - dr ug therapy--dt; 
Pneurrococcus vacci ne- - phar rracol ogy- - pd; rhesus D ant i gen- - endogenous 
compound- - ec; teichoic aci d- - endogenous corrpound- - ec; tetanus toxoid 
--endogenous corrpound- - ec 
IVEDI GAL DESCRI PTORS: 

antibody response; assay; conmron variable i rmunodef i ci ency ; 
comparative study; correlation analysis; diagnostic value; disease 
predisposition; drug classification; evidence based medicine; Haemophilus 
i nf I uenzae t ype b; human; i mrnuni zat i on; i rmunogl obul in G def i ci ency 

- - di agnosi s- - di ; i mrrunot her apy; in vitro st udy; in vi vo st udy; i nf I uenza 

- - dr ug t her apy- - dt . . . 

... GAS REGI STRY NO. : 9014- 78- 2 ( dext r an) ; 37341 -29-0 ( i mrunogl obul i n 
E) ; 97794-27-9 (i mrunogl obul i n G) ; 9007- 85- 6 ( 
i mrunogl obul i n Iv) ; 9001 - 84- 7 ( phosphol i pase A2) ; 9041-38-7 ( 
tei choi c aci d) ; 57425-69- 1. . . 
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0075458827 EM3ASE/ Ivedl i ne No: 1993238383 

I soel ect r i c f ocusi ng of i mrunogl obul i ns as a new met hod of i rrrrune 
response analysis in staphylococcal infections 

Tyski S. ; Ivbl I by R. ; Hryniewicz W 

Depart rrent of Bacteriology, National Institute of Hygiene, 24 Choci rrska, 
00-791 Wirszawa, Pol and 

CORRESP. AUTHOR/ AFFI L: Tyski S. : Department of Bacteriology, National 
Institute of Hygiene, 24 Choci mska, 00-791 Vterszawa, Poland 

Ser odi agnosi s and I rmunot her apy in Infectious D sease ( SERCDI AGN. 
I MVUNOTHER. INFECT. DI S. ) (United Kingdom August 30, 1993, 5/2 
(109-113) 

CODEN: SI I DE I SSN: 0888- 0786 
DO: 10. 1016/0888-0786(93) 90050- A 

DOCU^NT TYPE: Journal; Article RECORD TYPE: Abstract 
LANGUAGE: Engl i sh SUMVARY LANGUAGE: Engl i sh 

The study presents a new way of analysis of I gG response to 
staphylococcal antigens. The rret hod is based on the i soel ect r of ocusi ng of 
human i rmunogl obul i ns and after blotting, their reactivity with purified 
staphylococcal antigens: alpha- toxin, lipase and teichoic acid. The 
rret hod anal yses not onl y t ot al I gG but al so t he ' monocl onal ' 
levels of I gG subcl asses (clones based on the isoelectric points of 
i rmunogl obul i ns) . Wien t he pat t er n of I gG r esponse t o par t i cul ar 
antigens were corrpared, a great diversity between patients' sera sarrpl es 
was observed. The qualitative and quantitative assessment of sera I gG 
f r act i ons differ ent i at ed by pH gr adi ent r eveal ed t he i ndi vi dual char act er 
for each patient. No correlation could be observed between I gG 
pattern and the type of staphylococcal infection. Analysing the subclass of 
I gG showed that for protein antigens (alphatoxin, lipase) it was 
mainly I gGI but for carbohydrate antigens (teichoic acid) it was 
I gG2. No traces of I gG3 and I gG4 fractions were observed. 

DRUG DESCRI PTORS: 
* i rmunogl obul i n g 
IVEDI GAL DESCRI PTORS: 

GAS REGI STRY NO. : 97794- 27-9 ( i rmunogl obul i n G) 
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(c) 2010 Elsevier B. V. All rts. reserv. 

0075354178 EM3ASE/ Ivedl i ne No: 1993133720 

Human rronocl onal antibody HA- 1 A binds to endotoxin via an 
epi t ope in t he I i pi d A dorrai n of I i popol ysacchar i de 

Bogard Jr. W C. ; Si egel S. A. ; Leone A 0. ; Dam ano E. ; Sheal y D. J.; Ely 
T. M ; Frederi ck B. ; Mascel I i MA; Si egel R C. ; Machi el se B. ; Naveh D. ; 
Kapl an P. M ; Daddona P. E. 

Cent ocor , Inc., 200 Great Valley Parkway, Malvern, PA 19355, United 

St at es 

CORRESP. AUTHOR/ AFFI L: Bogard Jr. WC. : Centocor, Inc., 200 Gr eat Valley 
Parkway, Malvern, PA 19355, United States 

Journal of I rrrrunol ogy ( J. I MVUNOL. ) (United States) May 28, 1993, 

150/ 10 (4438-4449) 

CODEN: JOM\ ISSN: 0022- 1767 

DOCUMENT TYPE: Journal; Article RECORD TYPE: Abstract 
LANGUAGE: Engl i sh SUMVARY LANGUAGE: Engl i sh 

Human rronocl onal antibody HA- 1 A binds to endotoxin via an 
epi t ope in t he I i pi d A domai n of I i popol ysacchar i de 

. . . wi t h sept i c shock, i n a cont r ol I ed cl i ni cal t r i al . To conf i r m t he 
r epor t ed speci f i ci t y of this ant i body f or t he I i pi d A dorrai n of 
endotoxin, several assay systems were developed. These assay systems... 

...Apr epar ed from Sal rronel I a rri nnesot a R595 LPS, wher eas negat i ve cont r ol 

human I gM mAb or polyclonal antibodies did not. Several experimental 

appr oaches wer e errpl oyed t o derronst r at e t he speci f i ci t y of HA- 1 A i n t hese 

assay syst ems. Bot h pol ynyxi n B and nrur i ne I gG rrAb ( 8A1 ) wi t h a 

speci f i ci t y f or I i pi d A wer e abl e to corrpet i t i vel y i nhi bi t HA- 1 A r eact i vi t y 

wi t h I i pi d A i n a dose- dependent manner . Furt her mor e, a rrur i ne I gG 

ant i - 1 d rrAb ( 9B5. 5) devel oped agai nst HA- 1 A was al so abl e to bl ock t he. . . 

. . . assessed. Sorre weak i nt er act i on was seen wi t h car di ol i pi n and chi t i n, 
but not with ser urn pr ot ei ns, I i pot ei choi c acid, or DNA. Collectively, 
t hese r esul t s concl usi vel y est abl i sh t hat HA- 1 A bi nds to t he I i pi d A r egi on 
of LPS by an i nt er act i on wi t h t he V r egi on of t he ant i body. 

DRUG DESCRI PTORS: 

*rronoclonal ant i body- - dr ug anal ysi s- - an; *ironoclonal 
ant i body- - dr ug devel oprrent -- dv; * rronocl onal antibody 
--drug dose- -do; * rronocl onal ant i body- - phar rracol ogy- - pd 
MEDI CAL DESCRI PTORS: 

antibody specificity; antibody structure; article; dose 

response; enzyrro linked i rrrrunosor bent assay; gram negative infection; human 
; human eel I ; rrerrbr ane. . . 
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0073234042 EM3ASE/ Medl i ne No: 1986088076 

ELI SA det ect i on of human I gG subel ass ant i bodi es t o 

Streptococcus nutans 

Chal I acorrbe S. J.; Bigger staff M; Greenall C. ; Kerrony DM 

Depart rrent of Oral I rrrrunol ogy and Mcrobiology, United Vedi cal and Dental 

Schools, Guy's Hospital, London SE1 9RT, United Kingdom 

CORRESP. AUTHOR/ AFFI L: Depart rrent of Oral I rrrrunol ogy and Mcrobiology, 

United Vedi cal and Dental Schools, Guy's Hospital, London SE1 9RT, United 

Ki ngdom 
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Journal of I rrrrunol ogi cal IVbt hods ( J. I MvLINCL. IVETHODS ) (Netherlands) 
Miy 7, 1986, 87/ 1 (95- 102) 
CODEN: J I MVB I SSN: 0022- 1 759 
DO: 10.1016/0022- 1759(86)90348-0 

DOCUIVENT TYPE: Journal; Article RECORD TYPE: Abstract 
LANGUAGE: Engl i sh 

ELI SA det ect i on of human I gG subcl ass antibodies to 
Streptococcus nutans 

A sensitive enzyrre- 1 i nked i rrrrunosor bent assay ( ELI SA) has been developed 
to rreasure I gG subcl ass antibodies against whole cells of 
Streptococcus nutans and to a purified streptococcal antigen ( SA l/l I). 
Bacterial cells were bound to the solid phase using methyl gl yoxal and 
mouse monoclonal ant i sera against I gG and each I gG 
subclass were used to detect antibodies. Natural antibodies to 
S. nutans were pr edorri nant I y of the I gGI and I gG2 subclasses, though I gG3 
and I gG4 antibodies were detectable in most subjects, and were the 
rraj or i t y r esponse in a f ew subj ect s. Ant i bodi es to SA I / 1 I wer e 
predominantly of the I gGI subclass with virtually no activity detectable in 
the I gG3 and I gG4 subclasses. Inhibition studies suggested sorre restriction 
of I gG subcl ass r esponses t o bact er i al ant i gens si nee SA I / 1 I and c 
pol ysacchari de coul d i nhi bi t bi ndi ng of al I subcl asses to whol e eel I s of S. 
nutans equally, whereas gl ucosyl t r ansf er ase, lipoteichoic acid and 
dextran showed greatest inhibition of the I gG3 and I gG4 subclasses. 

DRUG DESCRI PTORS: 

*i rmunogl obul i n g; *i rmunogl obul i n subcl ass 
IVEDI CAL DESCRI PTORS: 

CAS REGI STRY NO. : 97794- 27-9 ( i rmunogl obul i n G) 
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0072730350 EIVBASE/ Ivedl i ne No: 1984060766 

I gG subcl ass distribution of antibodies against S. aureus 

teichoic acid and alpha-toxin in normal and i nminodef i ci ent donors 
Harrmarst rom L. ; Cr anst rom M ; Cxel i us V.; et - al 

Depart rrent of Q i ni cal I rrrrunol ogy, Huddi nge University Hospital, S- 141 86 
Huddi nge, Sweden: 

CCRRESP. AUTHOR/ AFFI L: Departrrent of O i ni cal I rmunol ogy, Huddi nge 
University Hospital, S- 141 86 Huddi nge, Sweden 

Q i ni cal and Exper i rrent al I rmunol ogy ( CLIN. EXP. I MVUNCL. ) (United 
Ki ngdorr) Mirch 30, 1984, 55/3(593-601) 
CODEN: CEXIA ISSN: 0009-9104 

DOCU^NT TYPE: Journal; Article RECORD TYPE: Abstract 
LANGUAGE: Engl i sh 

I gG subcl ass distribution of antibodies against S. aureus 
teichoic acid and alpha-toxin in normal and i rmunodef i ci ent donors 

I gM I gG I gA and I gE cl ass and I gG and I gA subcl ass I evel s 
wer e det er ni ned i n 18 I gG2 def i ci ent and si x I gG3 def i ci ent donors. . . 
...locus on chrorrosorre 14. I gG3 subclass deficiency was not associated with 
further deficiencies. Specific ant i - 1 ei choi c acid antibodies 
were lacking in most I gG2 deficient donors supporting the notion that ant i - 
teichoic acid antibodies are normally of this subclass. This 
was al so conf i r rred i n a subcl ass- speci f i c ELI SA usi ng ser a f r om nor rral 
donors although substantial amounts of specific I gGI antibodies were 
also noted. Two I gG2 deficient donors had nor rral I gG t i t r es ( I gG1 in 
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the subclass specific ELI SA) and the lack of I gGI ant i - 1 ei choi c acid 
antibodies in most I gG2 deficient donors may suggest a lack of 
maturation of the appropriate idiotype. I gG ant i bodi es to 
al pha- 1 oxi n, a pur e pr ot ei n, wer e wi t hi n t he I ower nor rral r ange in a I ar ge 



DRUG DESCRI PTORS: 
*al pha toxi n; *i muinogl obul i n G 
monoclonal antibody; unci assi f i ed dr ug 
MEDI GAL DESCRI PTORS: 

DRUG TERMS ( UNCONTROLLED) : t ei choi c aci d ant i body 
CAS REGI STRY NO. : 97794- 27-9 ( i muinogl obul i n G) 
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(c) format only 2010 Dialog. All rts. reserv. 

09102492 PM D: 2925841 

Ext ended r eper t oi r e of speci f i c ant i bodi es i n CSF of pat i ent s wi t h 
subacute sclerosing panencephalitis compared to those with rail t i pi e 
sclerosis: ant i - bact er i al antibodies are also increased. 
Persson MA; Laurenzi MA; Vranjesevic D 

Depart rrent of CI i ni cal I rrrrunol ogy, Karolinska Institute, Huddi nge 
Hospi t al , Sweden. 

Journal of neur oi rrrrunol ogy (NETHERLANDS) Apr 1989, 22 (2) p135-42, 
I SSN 01 65- 5728-- Pr i nt Journal Code: 8109498 
Publ i shi ng Model Pr i nt 

Docurrent type: Comparative Study; Journal Article; Research Support, 
Non- U. S. Gov' t 

Languages: ENGLISH 

Mai n Ci t at i on Owner : NLM 

Record type: MEDLINE; Corrpl et ed 

Ext ended r eper t oi r e of speci f i c ant i bodi es i n CSF of pat i ent s wi t h 
subacute sclerosing panencephalitis compared to those with mil t i pi e 
sclerosis: ant i - bact er i al antibodies are also increased. 

. . . subacut e scl er osi ng panencephal i t i s ( SSPE) , 21 wi t h rail t i pi e scl er osi s 
(MS) and 16 controls were analyzed for I gG subcl ass pattern of 
ant i- viral and ant i - bact er i al antibodies . In CSF of SSPE and M3 
patients I gGI and I gG4 antibodies to rreasl es and I gGI to rairrps were 
increased corrpared to the controls. In addition, the SSPE patients had 
elevated levels of I gGI to PPD, teichoic acid, and to dextran in CSF. 
The group of M3 pat i ent s had decreased levels of I gGI antibodies to 
Staphylococcus aureus alpha- toxin. 

Descriptors: * Ant i bodi es- - cer ebr ospi nal fluid--CF; * Ant i bodi es 0 /^ 
% Bact er i al -- anal ysi s- - AN; * MjI t i pi e Scl er osi s- - i mainol ogy- - 1 M * Subacute 
Sclerosing Panencephal i t i s- - i mainol ogy- - 1 M Adolescent; Adult; Aged; 
Antibodies, M)nocl onal - - di agnost i c use--DU; Antibodies, 
MDnocI onal -- i mainol ogy- - 1 M Antibody Specificity; Child; Humans 
; I mainogl obul i n G - anal ysi s- - AN; I mainogl obul i n G 

--cerebrospinal fluid-- CF; I mainogl obul i ns- - anal ysi s- - AN; M ddl e Aged; 
MjI t i pi e Scl er osi s- - cer ebr ospi nal f I ui d- - CF; O i gocl onal . . . 

Cherri cal Narre: Antibodies; Antibodies, Bacterial; 
Ant i bodi es, M)nocl onal ; I mainogl obul in G; I rmrunogl obul i ns 
; O i gocl onal Bands 
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Cpsoni c ironocl onal and chi rrer i c ant i bodi es speci f i c to I i pot ei choi c aci d 
of G am posi t i ve bact er i a f or di agnosi s and t r eat rrent of infection 
I NVENTOR( AUTHOR) : St i nson, Jeffrey R. ; Schurran, R chard F. ; Ivbnd, Jarres 
J.; Lees, Andrew; Fischer, Gerald V\al t er 
LOGATI ONI: USA 

PATENT: U.S. Pat. Appl . Publ . ; US 20030235578 A1 DATE: 20031225 
APPLI GATI ONI: US 323927 (20021220) * US 97055 (19980615) * US PV343503 
(20011221) 

PAGES: 42 pp., Cont . - i n- par t of U.S. 6,610,293. CODEN: USXXCO 
LANGUAGE: Engl i sh 
PATENT CLASSI Fl GATI ONS: 

CLASS: 424130100; A61 K- 039/ 395A; C07K-016/18B 
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(c) 2010 American Cherri cal Society. A I rts. reserv. 
130080349 CA: 130(7) 80349m PATENT 

Opsonic and protective rronocl onal and chimeric antibodies specific for 
I i pot ei choi c aci d of gr am posi t i ve bact er i a 

I NVENTCR( AUTHOR) : Fischer, Gerald W; Schurran, R chard F. ; Wing, Hi ng; 
St i nson, Jef f r ey L. 
LOGATI ON: USA 

ASSIGNEE: Henry M Jackson Foundation for the Advancement of Mlitary 
IVedi ci ne 

PATENT: PCT I nt er nat i onal ; WD 9857994 A2 DATE: 19981223 

APPLICATION: WD 98US1 2402 ( 1 998061 6) * US 49871 (19970616) 

PAGES: 150 pp. CODEN: PI XXD2 LANGUAGE: English 

PATENT CLASSI Fl GATI ONS: 
CLASS: C07K-016/00A 

DESI GNATED CCUNTRI ES: AL; AM AT; AU; AZ; BA; BB; BG; BR; BY; CA; CH; CN; 
CU; CZ; DE; DK; EE; ES; Fl ; GB; GE; GH; GM GW HU; ID; I L; IS; JP; KE; KG; 
KP; KR; KZ; LC; LK; LR; LS; LT; LU; LV; IvD; IvQ IvK; MM; IvVV N/K; NQ NZ; PL; 
PT; RQ RU; SD; SE; SG; SI; SK; SL; TJ; TM TR; TT; UA; UG; UZ; VN; YU; ZW 
AM; AZ; BY; KG; KZ; IVD; RU; TJ; TM DESI GNATED REGI ONAL: GH; GM KE; LS; IvW 
; SD; SZ; UG; ZW AT; BE; CH; CY; DE; DK; ES; Fl ; FR; GB; GR; IE; I T; LU; 
M3; NL; PT; SE; BF; BJ ; CF; CG; CI; CM GA; GN; M_; MR; NE; SN; TD; TG 
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0444208 DBR Accessi on No. : 2008-02405 PATENT 

New pent aval ent Staphylococcal antigen corrposition corrprises S. aureus Type 
5 antigen, Type 8 antigen, 336 antigen, alpha- toxin antigen, and 
Staphylococcal I eukoci di n antigen, for treating met hi ci I I i n resistant 
S. aureus infections - i rrrrunot her apy method involving preparation of 
vaccine corrposition comprising of type 5 antigen, 336 antigen, 
alpha- toxin antigen and I eukoci di n ant i gen- speci f i c monoclonal 
antibody, useful for t he pr event i on and t r eat rrent of met hi ci I I i n 
resistant Staphylococcus aureus infection 

AUTHOR: TAYLOR K L; FATTCM A I 

PATENT ASSI GNEE: NABI BI OPHARVACEUTI GALS 2007 

PATENT NUM3ER: WD 2007145689 PATENT DATE: 20071221 Wl ACCESSI CN NO. : 

2008- B51 273 (200810) 
PRI ORI TY APPLI C. NO: US 875363 APPLI C. DATE: 20061218 
NATI ONAL APPLI C. NO. : WD 2007US5084 APPLI C. DATE: 20070227 
LANGUAGE: Engl i sh 

...composition comprising of type 5 antigen, 336 antigen, alpha- toxin 
antigen and I eukoci di n ant i gen- speci f i c rronocl onal antibody 
Page 28 



106011 71 rronocl onal . t xt 
, useful for the prevention and treatment of met hi ci I I i n resistant 
Staphylococcus aureus infection 
...ABSTRACT: new. DETAILED DESCRIPTION - I INDEPENDENT CLAI M3 are: (1) a 
rret hod of making a hyperimmune specific intravenous 
i muinogl obul i n ( I VI G) preparation; (2) a pent aval ent 
Staphylococcal antibody corrposition conprising (a) a first 
antibody that specifically binds t o a S. aureus Type 5 antigen, 
(b) a second antibody that specifically binds t o a S. aureus Type 
8 antigen, (iii) a third antibody that specifically binds t o a S. 
aureus 336 antigen, ( i v) a f our t h ant i body t hat specifically 

binds to a S. aureus alpha- toxin antigen, and (v) a fifth 
ant i body t hat speci f i cal I y bi nds to an St aphyl ococcal I eukoci di n 
antigen; (3) a protective antibody corrposition, conprising (a) a 
first antibody that specifically binds to an S. aureus 
alpha- toxin antigen and ( b) at least one second antibody that 
specifically binds to a bacterial antigen other than the S. aureus 
al pha- 1 oxi n ant i gen. . . 

... conprises one or more additional bacterial antigens selected fromS. 

epidernidis PS1 , S. epi der rri di s GP1 , I i pot ei choi c acid ( LTA) , 

and/ or rri cr obi al surface components recognizing adhesive matrix 

molecule ( IVBCRAMV) proteins. Specifically, the... 

... toxin antigen is conjugated to at least one of the additional bacterial 
antigens. I n t he antibody corrposition above, at least one of the 
first through fifth antibodies is a rronocl onal 
antibody or a neutralizing antibody. The fifth 
antibody specifically binds to a Staphylococcal I eukoci di n 
antigen. The protective antibody corrposition conprises a 
sub- optimal amount of the first antibody and a sub- optimal amount 
of the second antibody. It is prepared by (a) adrri ni st er i ng (i) 
an S. aureus alpha- toxin antigen and (ii... 

... t oxi n ant i gen t o a human subj ect , ( b) har vest i ng pi as ma f r om t he 
subject, and (c) purifying i nmrunogl obul i n f r om t he subj ect . 

Preferred IVethod: IVaki ng a hyper irmune specific I VI G preparation 

conprises adrri ni st er i ng to a subject the corrposition, harvesting plasma 
from the subject, and purifying an i rrrrunogl obul i n from the 

subject. Treating or preventing S. aureus infection conprises 

adni ni st er i ng to a subj ect t he. . . 

adrri ni st er i ng to a patient the corrposition conprising (a) a 
Staphylococcal I eukoci di n antigen or ( b) an antibody that 
speci f i cal I y bi nds t o a St aphyl ococcal I eukoci di n ant i gen. Neut r al i zi ng 
Staphylococcal I eukoci di n infection conprising adni ni st er i ng to a 
patient the composition conprising (a) an S. aureus PVL antigen subuni t 

or (b) an antibody that specifically binds to an S. aureus PVL 
antigen subuni t . ACTIVITY - Antibacterial. M ce t hat wer e adrri ni st er ed 
200 nicrograrrs T5CP speci f i c I gG ( Al t aSt aph I Gl V) suppl errent ed 
with 4 rrg of alpha- Toxoid derived total rabbit I gG showed 100% 
protection. The level of protection declined in ni ce that were 
i rrrruni zed with Al t aSt aph suppl errent ed wi t h ei t her 2 rrg or 1 rrg toxoid 
I gG The survival rate f or 2 rrg t ot al I gG dose was 90% 
whi I e f or 1 rrg dose was 60% af t er f i ve days of chal I enge. I n cont r ast , 
non- suppl enBnt ed Al t aSt aph had 30% survival, while no protection 

observed with toxoid I gG , MEP I Gl V. IVECHANI SM OF ACT I CN - 
Vaccine. USE - The compositions and rret hods are useful for treating... 

... S. aureus. ADM NI STRATI CN - Dosage of I VI G corrposi t i on is 50- 1000 mg/ kg 
and dosage of monoclonal antibody composition is 5-25 
rrg/ kg. Administration can be through intramuscular, subcutaneous, 
intravenous, or intracutaneous... 
DESCRIPTORS: type 5 antigen, 336 antigen, alpha- toxin antigen, I eukoci di n 
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ant i gen- speci f i c ironocl onal antibody, appl . vaccine, 
met hi ci I I i n resistant Staphylococcus aureus infection prevention, 
i rrrrunot her apy bact er i um t her apy (27, 07) 
SECTI CN: Dl SEASE- 1 nf ect i ous Di sease ( non- vi r al ) ; PHARVACEUTI CALS- 
Ant i bodi es 
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0324373 DBR Accessi on No.: 2003-25514 PATENT 
Corrposition corrprising monoclonal antibody that specifically 

binds t o t he staphylococcal antigen, useful for blocking and 
alleviating staphylococcal nasal colonization - Staphylococcus 
aur eus- speci f i c chirreric antibody and humanized antibody 
pr oduct i on 

AUTHOR: KCKAI - KUN J F; M3ND J J ; FI SCHER G W STI NSCN J R; WM_SH S M, 
LEES A 

PATENT ASSI GNEE: BI CSYNEXUS I NC 2003 

PATENT NU^ER: WD 200363772 PATENT DATE: 20030807 V\PI ACCESSI ON NO. : 

2003-721613 (200368) 
PRI ORI TY APPLI C. NO. : US 341806 APPL I C. DATE: 20011221 
NATI ONAL APPLI C. NO: WD 2002US40925 APPLI C. DATE: 20021223 
LANGUAGE: Engl i sh 

Corrposition corrprising monocl onal antibody that specifically 

binds t o t he staphylococcal antigen, useful for blocking and 
alleviating staphylococcal nasal colonization - Staphylococcus 
aur eus- speci f i c chirreric antibody and humanized antibody 
pr oduct i on 

ABSTRACT: DERWENT ABSTRACT: NOVELTY - A corrposi t i on ( I ) conpri si ng at I east 
one monoclonal antibody ( IVAb) that specifically binds at 
least one antigen of Staphylococci and a nrucoadhesi ve carrier. DETAILED 
DESCRIPTION - A corrposition (I) corrprising at least one 
monoclonal antibody (IVAb) that specifically binds at least 
one antigen of Staphylococci and a nrucoadhesi ve carrier. The... 

...or 99-110FC12 I E4. The IVAb conpri ses a human heavy chain constant region 
chosen fromlgQ I gA and I glvl preferably I gGl human heavy chain 
constant region. The IVAb conpri ses a fully... 

... scFv. The IVAb speci f i cal I y bi nds t o a st aphyl ococcal sur f ace ant i gen 
(virulence antigens and adherence antigens), lipoteichoic acid 
( LTA) , or pept i dogl yean. (I) conpri ses a rail t i pi i ci t y of IVAbs having 
non- i dent i cal am no aci d. . . 

... colonization. The IVAbs work independently of the normal supportive 
rrechani sms in i rrrrune response that enhance antibody activity 

against a pathogen. (74 pages) 
DESCRIPTORS: Staphylococcus aureus ant i gen- speci f i c chimeric antibody 

, humanized antibody, rronocl onal antibody prep., 

I i posorre, appl . nasal col oni zat i on al I evi at i on, bact er i um i nf ect i on 
disease therapy bact er i um ant i bact er i al antibody engineering 
(22, 45) 

SECTI CN: PHAPM\CEUTI CALS- Ant i bodi es- 
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IVbnocI onal ant i body wi t h bi ndi ng speci f i ci t y f or 

I i pot ei choi c aci d, useful for t he t r eat rrent of i nf ect i on caused 
by gr am- posi t i ve bacteria e.g. Staphylococcus aureus - for use in 
Staphylococcus epi der rri di s and St aphyococcus aureus infection diagnosis 
and t her apy 

AUTHOR: STI NSCN J R; SCHUMMM R F; M3ND J J ; LEES A; Fl SCHER G W 
PATENT ASSI GNEE: BI CSYNEXUS I NC 2003 

PATENT NUM3ER: WO 200359260 PATENT DATE: 20030724 WI AGCESSI ON NO. : 

2003-646000 (200361) 
PRI ORI TY APPLI C. NO: US 343503 APPLI C. DATE: 20011221 
NATI ONAL APPLI C. NO: VO 2002US41 033 APPLI C. DATE: 20021223 
LANGUAGE: Engl i sh 

IVbnocI onal antibody with binding specificity for 

lipoteichoic acid, useful for the treat rrent of infection caused 
by gr am- posi t i ve bacteria e.g. Staphylococcus... 

ABSTRACT: DERV\ENT ABSTRACT: NOVELTY - A rronocl onal antibody 

corrprising at least one light chain (A1) and at least one heavy chain 
(B1) binds specifically to lipoteichoic acid ( LTA) . (A1) and (B1) 
corrprise polypeptides (P1) and ( P2) having arri no acid sequences with... 

. . . a3) and to heavy chain variable regions (b1), ( b2) or ( b3) respectively. 
DETAI LED DESCRI PTI CM - The monocl onal ant i body ( IvAb) 
corrprising at least one light chain (A1) and at least one heavy chain 
(B1) binds specifically to lipoteichoic acid (LTA). (A1) and (B1) 
corrprise polypeptides (P1) and ( P2) having arri no acid sequences with... 

...at least one of LTA or a pept i de rrirreotope of LTA t hat induces ant i - LTA 
antibodies; (b) deter rri ning the polypeptide sequence of the light 
chain variable region of at least one... 

... r egi on; and (12) a col I ect i on of IVAbs t hat bi nd to LTA corrpr i si ng IvAbs. 
BIOTECHNOLOGY - Preferred Antibodies: The arri no acid sequence 
identity of (A1) and (B1) i n IVAb i s at least 80... 

... The IVAb corrpr i ses a heavy chain constant region. The heavy chain 
constant region corrpr i ses human I gG, I gA, I gM or I gD sequence. 
The IVAb corrpr i ses a Fab, Fab', F(ab')2, Fv. . . 
...or as a frarrework region or its por t i on r espect i vel y. ACTI VI TY - 
Antibacterial. The antibacterial activity of rronocl onal 
antibodies raised in nice against Staphylococcus aureus 
lipoteichoic aci d ( LTA) . The hybr i dorra subcl one 00- 1 07GG1 2 I D1 2 
produced lgG-2a rronocl onal antibody wi t h a kappa 
light chain (Ml 20) were tested in an opsonophagocyt i c assay for opsonic 
act i vi t y. . . 

... with pol yrror phonucl ear neutrophils ( PMMs) and corrpl errent depleted of 
anti-S. aureus and ant i - S. epi der rri dis antibodies, and then 
tested for antibacterial activity against the bacteria. M120 (200 
nicrog/rrl) showed opsonic... 

...catheters, cardiac valves, cerebrospinal fluid shunts, joint prostheses, 
other irrplants). No dosage given. ADVANTAGE - The rronocl onal 
antibodies are broadly reactive and opsonic for Staphylococcus 
epi derm dis and S. aureus. The antibodies bind to the 
lipoteichoic acid on the bacteria hence prevent the subsequent 
invasion by the bacteria; enhance bacterial opsonization, phagocytosis 
and the clearance from the tissue and/ or blood. The antibodies 
are effective against the antibiotic resistant bacteria and el i rri nat e 

the devel oprrent of anti-rrurine antibodies. EXAM 3 LE - No relevant 
exarrpl e given. (48 pages) 
DESCRI PTCRS: rronocl onal ant i body, hurrani zed ant i body 

prep., i sol . , expression in hybr di dorra, appl . Staphylococcus 
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epi der nri di s, St aphyococcus aureus infection diagnosis, therapy 
ant i body engi neer i ng eel I cul t ur e bact er i urn ( 22, 40) 
SECTI CN: PHARIVACEUTI GALS- Ant i bodi es- . . . 

. . . DI AGNCSTI CS- Ant i body- Based Di agnost i cs 
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IVbnocI onal antibodies that specifically recognize the 

polyglycerol phosphate backbone and sugar subst i t ut ent s on 
lipoteichoic acid ( LTA) - hybr i dorra construction using spleen 
cells of nice i muini zed with killed Streptococcus nutans or Strept. 
faeci urn with myeloma SP2/ 0 cells and rronocl onal antibody 
preparation (conference abstract) 

AUTHOR: Jackson D; Wong VV Shockrran G D 

CORPORATE SOURCE: Tempi e Uni v. Sch. Msd. , Phi I adel phi a, PA, USA. 
JOURNAL: Abst r . Annu. Iveet . Am Soc. M cr obi ol (81 IVeet . , 144) 1982 
CODEN: 0005M 
LANGUAGE: Engl i sh 

IVbnocI onal antibodies that specifically recognize the 

polyglycerol phosphate backbone and sugar subst i t ut ent s on 
I i pot ei choi c aci d ( LTA) ... - rtice i rmruni zed wi t h ki I I ed 
Streptococcus nutans or Strept. faeci urn with rryel oma SP2/ 0 cells and 
rronocl onal antibody preparation (conference abstract) 

. . . ABSTRACT: f usi on wi t h rryel oma eel I I i ne SP2/ 0. Doubl y cl oned eel I I i ne 
8A1D1A5 produced an I gM rronocl onal antibody (IVab) that 
agglutinated erythrocytes sensitized with either substituted or 
unsubst i t ut ed LTAs, at nearly equivalent titres... 

... is directed against the polyglycerol phosphate backbone of LTA. Cell 
line 6D10G4G5 produced an M<\b ( I gG) that f ai I ed t o agglutinate 

erythrocytes sensitized with unsubst i t ut ed LTA, but agglutinates 

erythrocytes sensitized with koj i bi ose. . . 
DESCRI PTCRS: rronocl onal ant i body prep. , I i pot ei choi c aci d 

Strept. nutans, Strept. faeci urn, hybr i dorra const r uct i on 
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* * USE FORMAT 7 CR 9 FOR FULL TEXT* * 
New drugs for exacerbations of chronic obstructive pulmonary disease 
Hansel, Trevor T; Barnes, Peter J 

The Lancet vol. 374, 9691 PP: 744-55 Aug 29- Sep 4, 2009 

DOCUIVENT TYPE: PERIODICAL; Feature; Journal Article LANGUAGE: English 

RECORD TYPE: New; Ful I t ext 

LENGTH: 12 Pages 

WORD OOJHY: 8810 

TEXT: 

...been postulated t o be a disease with autoirmune corrponent s, 44 such 
as ci r cul at i ng pul rronar y epi t hel i al I gG aut oant i bodi es45 and 
ant i el ast i n aut oi muine f act ors. 46 I nf I arrrrat i on i n CCPD nri ght al so be 
regarded as aut oi nf I arrrrat or y. .. EGF) r ecept or . 90, 91 Treatrrent of respiratory 
syncytial virus infection remains largely supportive, but the 
rronocl onal ant i body pal i vi zumab agai nst the viral F protein is 
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licensed for specialist use in restricted ci r currst ances. 92. . . an acute 
exacerbation night be effective since TNFa concentration increases during 
exacer bat i ons. However , t he TNF ant i body i nf I i xi rrab i ncr eased t he 
occurrence of respiratory cancers in patients with COPD, 125 and increased 
ot her . . . 

...TNFa treatment could have substantial i rrpl i cat i ons for other 
ant i - i nf I arrrrat or y treatment for exacerbations of CCPD. 

Ivbnocl onal antibodies against interleukins 6, 1a, and 17, 
TGFa, and GM- CSF could be useful for CCPD... 

...to Pseudomonas endot oxi ns. 129 Hence, tobacco smoke rri ght cause defective 

ant i - bact er i al responses. Toci I i zurrab, a rronocl onal antibody 

that targets i nt er I euki n- 6 receptors, is effective in several i nf I arrrrat or y 

di seases, 130 but st udi es in... 

SI DEBAR: 

CI TED REFERENCES: 
... 31. 

71 Hoogerwerf JJ, de Vos AF, Bresser P, et al . Lung i nf I arrrrat i on 
i nduced by I i pot ei choi c aci d or I i popol ysacchar i de i n humans. Am J 
Respi r Crit Car e Med 2008; 178: 34- 41... 43. 

103 Presicce P, Q annel I i S, Taddeo A, Vi I I a M_, Delia BS. Human 
defensins activate rronocyt e- der i ved dendritic cells, prorrote the 
production of pr oi nf I arrrrat or y cytokines, and up- regulate the surface 
expr essi on. . . 
THI S IS THE FULL- TEXT. 
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* * USE FORMAT 7 OR 9 FOR FULL TEXT* * 
Neutrophils in devel oprrent of mil t i pi e organ failure in sepsis 
Brown, K A; Brain, S D; Pearson, J D; Edgeworth, J D; Et al 
The Lancet vol. 368, 9530 PP: 157-69 Jul 8- Jul 14, 2006 
DOCUMENT TYPE: PERIODICAL; Feature; Journal Article LANGUAGE: English 
RECORD TYPE: New; Ful I t ext 
LENGTH: 13 Pages 
WORD COU^: 12056 

TEXT: 

...their binding to endothelial cells. From work in our laboratory, 
which finds that anti-CD11b antibodies are not very effective at 
inhibiting the interaction of neutrophils from patients with sepsis to 
endothelial monolayers, it seems that other surface deter ninants 
could also contribute t o t he supranorrral adhesiveness of neutrophils in 
sepsi s. 32 

The bet a1 integrins are rrai nl y associated with I yrrphocyt es and 
monocytes," but one rrerrber , VLA- 4 ( CD49d) , was recently identified on 
approximately 30% of neutrophils from.. 

...is gener al I y agr eed t o be due t o t he act i vi t y of ci r cul at i ng f act or s 
that include I i popol ysacchar i de, I i pot ei choi c acid, and 

pro- i nf I arrrrat ory cyt oki nes45, 1 02- 1 05 although binding to endot I i el i urn t hat 
is act i vat ed by. . . 

...the blood concentration of which is frequently increased in sepsis, 111 
inhibits nigration across endothelial rronol ayer s1 1 2 whereas the 
i nt r avenous adni ni st r at i on of i nt er I euki n 8 t o ... t he eel I s. 

Neutrophil binding of bacteria is greatly augmented when the pathogens 
ar e coat ed wi t h I gG The hi ghaf fniry r ecept or for I gG i s CD64, 
which is absent from resting neutrophils and is considered t o be a marker 
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...most neutrophils that bind to cultured endot hel i urn an interaction that 
i s i rrpeded by ant i - CD64 ant i bodi es. 123 Bi ndi ng t o bact er i a al so 
occurs via CD14, the receptor for I i popol ysacchar i de that is present on all 
monocytes. This receptor is weakly expressed on neut r ophi I s1 24' but 
becorres upregulated in response to bacterial infections... 

...and CD16 and CD32, which like CD64 also bind the Fc sites (tail regions) 
of I gG All of these receptors are adequately expressed on 
neut r ophi Is f r om pat i ent s wi t h sepsi s. 
The Tol I . . . 

. . . TLR2( 130) and TLR4 agonists could directly delay neutrophil apoptosis, 
but indirect effects mediated via monocytes and macrophages could be 
more irrportant for extended neutrophil survival. 129 Although activation of 
TLR2. . . 

. . . i rrpl i cat ed in exper i rrent al I y i nduced sepsi s, but concl usi ons so f ar have 

yet to have clinical effect. Antibodies against TNFal pha and 

interferon gamma protect baboons138 and rri ce139 against bacterial insult, 

whereas antagonising of . . . Si rri I ar approaches have not been undertaken in 

the clinical setting but use of anti-CD18 antibodies for patients 

with traumatic shock162 or with rryocardial i nf ar ct i on1 63 have been 

di sappoi nt i ng, possi bl y because of . . . 

...disrupting the adhesion of neutrophils already sequestrated i n t he 
rri cr ovascul at ur e, as shown by ant i - i nt egr i n antibodies dislodging 
neutrophils bound to endot hel i um 165 or the prevention of additional 
bi ndi ng i nt er act i ons t hat exacer bat e. . . i ncr ease t he r i sk of rror t al i t y i n 
patients with sepsis. Since pol y rror phi sms in Fc receptors f or I gG 
seem t o be associ at ed wi t h mani ngococcal di sease out coma, 168 a si rri I ar 
association night exist between sepsis and CD64, the hi gh- af f i ni t y 
I gG receptor whose expression is upregulated on neutrophils from 
patients with sepsi s84 and that is associated... 
SI DEBAR: 
CAPTI CNS: 

...eg, interleukin 1, TNFal pha, G- CSF, G5a, nitric oxide) or bacterial 
products (eg, I i popol ysacchar i de or lipoteichoic acid), surface 
i nt egr i nsandCD64 ( hi gh- af f i ni t y Fc receptor that binds monomer ic 
I gG) are upregulated to promote f i r m endot hel i al adhesion to 
postcapillary venules However, sorre of these factors... 
CI TED REFERENCES: 

...cells in the pathogenesis of vascular damage. In: Car vera R, 
Kharrashta IvA, Hughes GRV, eds. Antibodies to endothelial cells and 
vascular damage. Boca Renton, FL, USA: CRC Press, 1994: 27-46... 

. . . par vui n- pr i rred and I i popol ysacchar i de- i nduced hepatic necrosis in rats 
by selective depletion of neutrophils using rronocl onal antibody 
, j Leukoc Bi ol 1993; 53: 144-50. 

36 Yarrano M Urreda M M yat a K, Yarrada. . . 82 St ubner Q Si edl er H. 
Phagocytosis by neutrophilic granulocytes of intensive care patients: 
effect of i muinogl obul i n preparations. I rrrrun I nf ekt 1984; 12: 69-72. 

83 Ahmad NA, IVbQ I I S, Yei J, Hu. . . 

...1984; 160: 1656-71. 

99 Daniels RH, Fi nnen MJ, Hill IVE. Lacki e JM Recorrbi nant human 
monocyte 1 L- 8 pr i mas NADPH- oxi dase and phosphol i pase A sub 2 
activation in human neutrophils. I rrrrunol ogy 74: 64-70. 

103 Lotz S, Aga E, W I de I , et al . Highly purified lipoteichoic 
acid activates neutrophil granulocytes and delays their spontaneous 
apoptosis via CD14 and TLR2. J Leukoc... 
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...2003; 170: 5268-75. 

130 Lotz S, Aga E, W I de I , et al . Highly purified I i pot ei choi c 
acid activates neutrophil granulocytes and delays their spontaneous 
apoptosis via CD14 and TLR2. J Leukoc. . . i nf I arrrrat or y responses can be 
triggered by TRHM- 1 . a novel receptor expressed on neutrophils and 
monocytes. J I rrrrunol 2000; 164: 4991-95. 

137 Q bot S, Cravoisy AA, Kolopp-Sarda M- N. . . 

. . . 792-96. 

138 Schl ag G, Redl H, Davi es J, Hal I er I. Ant i -tumour necrosis factor 
antibody treatment of recurrent bacteremia in a baboon model. Shock 
1994; 2: 10-17 

139 Dohert y. . . 

...1666-70. 

140 Abraham E, Winder ink R, Silverman H, et al . Efficacy and safety of 
rronocl onal antibody to human tumour necrosis factor alpha in 

patients with sepsis syndrorre. JAIVA 1995: 273: 934-41. 

141 Cohen J, Car I et J. I NTERSEPT: An international rail ti cent re. 
pi acebo- cont r ol I ed trial of rronocl onal antibody to human t urror 
necrosis fact or -alpha in patients with sepsis. International Sepsis Trial 
St udy Gr oup. . . 
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* * USE FORIvAT 7 OR 9 FOR FULL TEXT* * 
Laboratory diagnosis of invasive aspergillosis 
Hope, WW Wish, T J; Denning, DW 

The Lancet Infectious Diseases vol. 5, 10 PP: 609-622 Oct 2005 
DOCU^NT TYPE: PERIODICAL; General Information LANGUAGE: English 
RECORD TYPE: New; Ful I t ext 
LENGTH: 14 Pages 
WJRD COUNT: 10436 

TEXT: 

...techniques. The detection of metabolites produced by Aspergillus spp 
and a range of asper gi I I us- speci f i c antibodies represent additional, 
but relatively underused, diagnostic avenues. The detection of 
gal act omannan has been incorporated into i rrrrunof I uor escence, and in- situ 
hybr i di sat i on 

I nrrunohi st ocheni st ry (using the rronocl onal antibody 
W- AF- 1 1 7 or EB- Al 18, 19), i rrrrunof I uor escence, 20 and i nsi t u 
hybr i di sat i on21 , 22 have been. . . 

...scant, and is likely to remain that way. 38 

Gal act omannan assays use EB-A2, a rronocl onal antibody 
der i ved f r om r at s, whi ch is di r ect ed t owards t he B ( I , 5) - 1 i nked 
gal act of ur anosi de side- chain residues of the gal act omannan rrol ecul e. 39 Four 
or more epitopes are required for antibody binding. 3139 Detection is 
achi eved usi ng a sandwi ch ELI SA f or mat , whi ch i s made possi bl e by. . . 

...assay is dependent on a pr et r eat merit step, the goal of which is to 
remove corrpl exi ng antibody that may block EB-A2 binding. However, the 
aci d- sensi t i ve gal act of ur anosi de r esi dues may be degr aded. . . I , 3) - bet a- D 
gl ucan results have been documented in haerrodi al ysi s, car di opul rronar y 
bypass, treatment with i muinogl obul i n products, and exposure to 
gl ucancont ai ni ng gauze (eg, following major surgery). 69 Environmental (I, 
3) - bet a- D gl ucan cont arri nat i on may al so corrpr onri se speci f i ci t y. 
Antibodies directed toward Aspergillus spp 
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The demonst r at i on of speci f i c ant i body i s r equi r ed t o est abl i sh 
t he di agnosi s of chroni c pul nnnary aspergi I I osi s. 69 Tradi t i onal I y, 
antibody detection has not been considered useful for the diagnosis 
of acute invasive aspergillosis, following an early study that f ai I ed t o 
docurrent antibody f or mat i on in 15 patients with invasive 
asper gi I I osi s. 70 Subsequently, antibody has been docurrent ed in 
approximately one- third of patients with invasive asper gi I I osi s. 47, 71 The 
detection of antibody may prove to be the best non- invasive rreans of 
establishing the diagnosis of subacute... 

. . . case report descri bi ng i nvasi ve pul rronary aspergi I I osi s in an i ndi vi dual 
with chronic granulomatous di sease. 72 Furthermore, antibody detection 
could be useful as a rreans of establishing a retrospective diagnosis of 
i nvasi ve asper gi I I osi s. . . 

...have undergone i muinol ogi cal r econst i t ut i on, although more work is 
r equi r ed in t hi s r egar d. 

The det ect i on of ant i body 

IVany assay formats have been used to detect antibodies to 
Aspergillus spp, including i nrrunodi f f usi on, counter i rrrrunoel ect r ophor esi s, 
corrpl errent fixation, par t i cl ehaerraggl ut i nat i on, i ndi r ect - i nrninof I uor esence, 
radi oi rmunoassay, and ELI SA. . . 
SI DEBAR: 

. . . I i t er at ur e usi ng t he f ol I owi ng t er ms: " Asper gi I I us" , 
"aspergillosis", "diagnosis", "fungus", "fungal", "culture", "histology", 
" gal act omannan" , "glucan", "serology", "antibody", " PCR" , 
"molecular", " rret abol i t e" , "mannitol", and " gl i ot oxi n" . Further relevant 
references, not identified by this strategy, were... 
CI TED REFERENCES: 

...Kraft DE. I rrrrunohi st ol ogi c identification of Aspergillus spp. and 
other hyaline fungi by using polyclonal fluorescent antibodies. J 
Clin Mcrobiol 1997; 35: 2206-09. 

19 Verwefj PE, Srredts F, Poot T, Bui t . . . 45 Ivenni nk- Ker st en IvA, Kl ont 
RR, \Aarris A, Cp den Carrp HJ, Verweij PE. Bifidobacterium 
I i pot ei choi c aci d and f al se ELI SA r eact i vi t y in asper gi I I us ant i gen 
detection. Lancet 2004; 363: 325-27. 

46. . . 37 (suppl 3) : S265-80. 

70 Young RC, Bennett JE. Invasive aspergillosis. Absence of detectable 
antibody response. Am Rev Respi r Di s 1971; 104: 710-16. 

71 Chan CM Wo PC, Leung AS, et al . Detection of antibodies 
specific to an antigenic cell wall gal act omannopr ot ei n for ser odi agnosi s of 
Asper gi I I us f urri gat us asper gi I I osi s. J Qin. .. 

...2003; 22: 681-85. 

73 Kappe R, Schul ze- Ber ge A, Sonnt ag HG Evaluation of eight 
antibody tests and one antigen test for the diagnosis of invasive 
aspergillosis, ivycoses 1996; 39: 13... 

...JIV1 do Car r no J A, Abecasi s M Casirriro C, Expost o F. Follow-up of 
ant i - Asper gi I I us I gG and I gA ant i bodi es i n bone mar r ow 
transplanted patients with invasive aspergillosis. J Qin Lab Anal 2002; 
16: 156-62. 

76 Hoi dom MD, Lechenne B, Hay RJ, Harri I t on AJ, fvbnod M 
Production and characterization of recorrbinant Aspergillus f urri gat us Cu, Zn 
superoxide, disrrutase and its recognition... 
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TEXT: 

. . . Q her agents interact with receptors or domains on infiltrating 
leucocytes, such as 99mTc- 1 abel I ed ant i gr anul ocyt e rronocl onal 
antibodies (or fragrrents thereof) and 99mTc- 1 abel I ed cherrotactic 
pept i des and i nt er I euki ns. 6 Si nee ant i nri cr obi al pept i des of t en. . . CD8+ T 
eel I s, nai ve CD4+ T eel I s, and i rrrrat ur e dendr i t i c eel I s, and bet a- def ensi ns 
recruit monocytes and i rrrrat ure dendritic cells and promote dendritic 
eel I mat ur at i on, 25 and cherraat t r act rrerror y T eel I s. . . 

...negatively charged) surface of rri cr oor gani snrs. 9 Mcrobial rrerrbranes 
expose negatively charged phosphol i pi ds- eg, I i popol ysacchar i de or 
teichoic acids-on their surface, while mammal i an cells segregate into 
t he i nner I eaf I et t he I i pi ds wi t h. . . 

...bacterial surface by est er i f i cat i on of phosphat i dyl gl ycer ol , the major 

phospholipid of Staphylococcus aureus, or of the teichoic acid 

pol yrrer s. 33, 34 Al so, i nact i vat i on of ant i nri cr obi al pept i des by rri cr obi al 

ser i ne pr ot eases as wel I . . . g) or I ar ge amount s of heat - ki I I ed 

rri cr oor gani sms. 18 h later 99mTc- pept i des or 99mTc- i rrrrunogl obul i n G 

(99mTc-lgG), used as a positive tracer for both infection and 

i nf I arrmat i on, W9r e i nj ect ed i nt r avenousl y. Acqui si t i on of . . . 

. . . rruscl e in a rat. The quantification of the uptake characteristics of 
99mTcl abel I ed pept i des or 99mTc- 1 gG i n i nf ect ed or i nf I arred t hi gh 
rruscl es in rri ce is surrmari sed i n f i gure 4. I n agreement . . . 
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...13 The degree of fibrinogen binding, however, varies greatly among 
di f f er ent M ser ot ypes. 14 

Cpsoni c ant i bodi es di r ect ed agai nst t he var i abl e por t i on of t he 
M protein molecule override the protective rrechani srrs described above by 
activating the classic corrpl errent pathway (figure 2). Such antibodies 
confer t ype- speci f i c protective irrrrunity. Thus, an individual who acquires 
ant i bodi es to M t ype 1 may r errai n suscept i bl e to ot her GAS t ypes. 
Opsonic antibodies do not appear, however, after early and effective 
ant i rri cr obi al t her apy. 

Recent studies have suggested that... 
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...duplications of arri noaci ds) i n t he hyper var i abl e region, which allow 
these rrut ant daughter cells to avoid antibody recognition. 
Presumably, such size rrut ant bacteria rri ght have a selective survival 
advantage once herd immunity... 

... as members of t he errm gene super f arri I y. A nurrber of t he M- 1 i ke pr ot ei ns 
bi nd I gG or I gA and seem t o be cooper at i ve wi t h M pr ot ei n in 
ant i phagocyt i c ef f ect . 1 9, 20. . . 

...that found in human connective tissue. For this reason it is a poor 
i rrrrunogen and ant i bodi es t o GAS hyal uroni c aci d have been qui t e 
difficult to demonstrate in people. Such antibodies have, however, 
been el i ci t ed in r abbi t s i mruni sed wi t h encapsul at ed GAS31 and i n ni ce 
i muini sed wi t h. . . 

...least 17 adhesi n candidates have been described, 34 but the most 
extensively studied have been lipoteichoic acid ( LTA) , M protein, and 
f i br onect i n bi ndi ng pr ot ei ns. LTA adher es to f i br onect i n on human buccal . . . 
such entry provides an intraepithelial sanctuary for persistence of the 
or gani sm shel t er ed f r om phagocyt es, humoral antibody, and antibiotics 
such as penicillin that do not readily cross eukaryotic cell membranes. 
I ndeed, t her e. . . 

. . . known. 1 1 s haemol yt i c act i vi t y is i nhi bi t ed by ser urn I i popr ot ei ns and 
other phospholipids. No naturally occurring antibody to it has been 
detected that will neutralise its haemol yt i c activity, but synthetic 
pept i des cont ai ni ng am noaci d r esi dues of t he SLS rrol ecul e evoke 
t oxi nneut r al i si ng ant i bodi es. 76, 77 SLS shar es wi t h SLO t he capaci t y 
to damage the membranes of polymorphonuclear I eucocyt es. . . pept i dase, which 
speci f i cal I y cl eaves t he human chemot axi n C5a at t he PIVN bi ndi ng si t e. 78, 79 
Antibodies t o f i ve of the extracellular products have been used in 
the ser odi agnosi s of streptococcal infection... 

. . . and gener at i ng bi ol ogi cal I y act i ve pept i des such as i nt er I euki n- 1 , 95 

ki ni ns, 96 and hi st arri ne. 97 Ant i bodi es t o SpeB ar e pr esent i n human 

ser urn f ol I owi ng GAS i nf ect i on. St udi es usi ng genet i c nut ant s cl ear I y. . . 

. . . pr ot ei nases, i ncl udi ng G5A pept i dase, and st r ept oki nase, have r ecent I y 
been r evi ewed. 1 02, 1 03 Streptolysin 0,104 lipoteichoic acid and 
pept oi dogl ycan105 may also st i nrul at e elaboration of cytokines, 
nl y a srral I f r act i on of pat i ent s. . . 

...to infection outcome are under active investigation. Patients with 

invasive disease have lower concentrations of antibodies to both M 

protein and super ant i gen- neut r al i si ng antibodies than do controls. 106 

Ther e i s a di r ect cor r el at i on bet ween t he i nt ensi t y of i nf I arrmat or y 

cyt oki ne. .. rrol ecul es share a particular surf ace- exposed antigenic domai n133 

against which ARF patients mount a strong I gG r esponse. 1 34 They do 

not elaborate al pha- 1 i popr ot ei nase (so-called ser urn opacity factor) and 

they... an obvious candidate because of the close association of 

nephr i t ogeni ci t y and the M serotype. Indeed, monoclonal 

antibodies raised against human glomeruli have been seen to 

crossreact with streptococcal M pr ot ei n. 137 Ivbreover, in an ani mal model of 

nephr i t i s i nduced by nephr i t ogeni c t ype 12 st r ept ococci , ant i bodi es 

el ut ed from the glomerulus were seen to be directed against type 12 M 

pr ot ei n but . . . 

... I esi ons i n r hesus monkeys by i nrrruni sat i on wi t h st r ept ococcal rrerrbr ane 
fragments or by intravenous injection of antibodies to these 
f r agrrent s. 139 Streptococcal pyr ogeni c exotoxin B (SpeB, streptococcal 
proteinase) was identified by i rrrrunof I uor escence. . . 

... t he gl orrer ul us onl y dur i ng t he i ni t i al phase of APSGN r eact s in di r ect 
i muinof I uor escence tests with antibodies present in convalescent sera 
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of APSGN pat i ent s. 141 An apparently identical antigen, found in a... 
SI DEBAR: 

. . . r el at ed pr ot ei n ( M p) 

Enn and ot her s 

Hyal ur oni c aci d capsul e 

C5a pept i dase 

Adher ence to epi t hel i al eel I s 

Li pot ei choi c aci d 

( or al epi t hel i al eel I s) 

Fi br onect i n bi ndi ng pr ot ei ns 

(oral epithelial cells, cutaneous Langerhans cells) 
M pr ot ei n. . . 
CI TED REFERENCES: 

. . . I nf ect Di s 1992; 166: 374-82. 

31 Fi I I i t HM M:Carty M Blake M Induction of antibodies to 
hyaluronic acid by i rrrruni zat i on of rabbits with encapsulated streptococci. 
J Exp M3d 1986; 164. . . 

. . . hyal ur onat e i n rri ce: at I east t wo di f f er ent ant i geni c si t es on 
hyaluronate are identified by mouse rronocl onal antibodies. J 
Exp M3d 1988; 168: 971-82. 

33 Cunni ngham MA/ Pathogenesis of ...35 Beachey EH, Si rrpson W\. The 
adherence of group A st r ept ococci to oropharyngeal cells: the 
lipoteichoic acid adhesi n and fibronectin receptor. Infection 1982; 
10: 107-11. 

36 Q ek I, Beachey EH, Jefferson W Campbell GL. Cell rrerror ane- bi ndi ng 
properties of group A st r ept ococcal lipoteichoic acid. J Exp IVed 

1975; 187: 1161-67. 

37 Dale J B, Baird RVV Courtney HS, Hasty DL, Bronze MS. Passive 
protection of rri ce agai nst gr oup A st r ept ococcal pharyngeal i nf ect i on by 
lipoteichoic acid. J Infect Di s 1994; 169: 319-23. 

38 Hasty DL, Of ek I , Courtney HS. . . bact er i a. Cell 2001; 104: 143-52. 
76 Dale JB, Chiang EY, Hasty DL, Courtney HS. Antibodies against 

a synt het i c pept i de of SagA neut r al i ze t he cyt ol yt i c act i vi t y of 
streptolysin S f r om gr oup. .. St evens DL. Streptococcal toxic shock syndrome: 
synthesis of t urror necrosis factor and i nt er I euki n- 1 by monocytes 
st i rail at ed wi t h pyr ogeni c exot oxi n A and st r ept ol ysi n O. J I nf ect Di s 1 992; 
165: 879-85. .. Pr oc 1969; 1: 959-63. 

137 Gor oncy- Ber rres P, Dale JB, Beachey EH, Cpferkuch W 
IVbnocI onal antibody to human renal glomeruli cross- reacts with 
streptococcal M protein. Infect I rrrrun 1987; 55: 2416- 19. 

138 Lindberg LH, Vost i KL. El ut i on of glomerular bound antibodies 
in exper i rrent al streptococcal gl orrer ul onephr i t i s. Science 1969; 166: 
1032-33. 

139 Markowitz AS, Horn D, Aseron... 
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. . . pneumococcus. 49 The I gA1 protease that inactivates the pr edorri nant 
human I gA speci es by cl eavi ng t he i rmunogl obul i n rrol ecul e at t he 
heavy- chain hinge region, may al I ow t he pneunrococcus to counter the host... 

...necessary for bacteraerric spread. The ability to invade correlates with 
the presence of the polymeric i rmunogl obul i n receptor (pi g R) on the 
human cell surface and CbpA on the pneunrococcus. The pi gR i s important in 
host defence, transporting antibodies across raicosal epithelial 
eel I s. 52 Recent wor k has shown t hat , usi ng CbpA t hat bi nds di r ect I y. . . 
... of changes i n t he corrposi t i on of t he capsul e and t he under I yi ng eel I 
wall components (eg, t ei choi c acid concentration) rather than i n t he 
thickness of the capsul e. 57 In addition to the... 

...properties, it is capable of activating the classic complement pathway 
i n t he absence of specific antibodies, wi t h a conconi t ant reduction 
of serum opsonic activity. 62 This activation is mediated by the capacity of 
pneumol ysi n to bind the Fc region of I gG 63 

The relative contributions of the various putative virulence proteins 
such as pneumol ysi n, CbpA, NanA. . . t he primary site of pneumococcal entry 
i nt o t he CSF. 

How can a pathogen cross a monolayer of endothelial (or 
epithelial) cells expressing tight junctions? The pathogen can use several 
st r at egi es i ncl udi ng. . . 

...vacuole and t r ansrri gr at i on through the cell. Cnl y transparent 
pneumococci seem abl e to transcytose through endothelial monolayers 
in a significant pr opor t i on. 81 

The morphological phenotypes terrred opaque and transparent because of 
t hei r . . . 

. . . i nt er act wi t h t he host .84 In S pneumoni ae, t he t r anspar ent var i ant s 

produce increased amounts of teichoic acid and CbpA, whereas the 

opaque variant is associated with larger amounts of capsular polysaccharide 



...to achieve opsonic activity. 85 The concentrations of the other major 
bact er i al opsoni n, speci f i c capsul ar ant i body, ar e al so I ow i n nor ma I 
CSF wi t h a bl ood/ CSF I gG r at i o of about 800/ 1 . Al t hough CSF I gG 
concentrations increase i n t he presence of bacterial meningitis, they 
I i kewi se r emai n bel ow concent r at i ons opt i rral for... 

...susceptibility to invasive disease (versus syrrpt orrl ess nasopharyngeal 
carriage). These factors include lack of pat hogen- speci f i c antibodies 
,88 the absence of non-specific opsonins ( conrpl errent deficiences; 
homozygous for mannose- bi ndi ng lectin codon. . . Act i vat i on of Lyt A and 
autolysis results i n t he release of subcapsular bacterial components 
including pept i dogl yean, I i pot ei choi c acid, pneumol ysi n, and 
bact er i al DNA. 

IVechani srrs of i rrrrune activation in bacterial meningitis 
Gel I - wal I pr oduct s. . . 

... be r epr oduced by i nt r aci st er nal chal I enge wi t h whol e, heat - ki I I ed 
unencapsul at ed strains, their isolated cell walls, lipoteichoic acid, 
or pept i dogl yean, but not by heat -killed encapsulated strains or isolated 
capsular pol ysacchar i de. 1 01 . . . 

...first step in i rrrrune activation is thought to be the binding of 
pept i dogl yean (and/ or lipoteichoic acid) t o t he pat t er nr ecogni t i on 
receptor membrane CD14 (rrCD14).102 However, rrCD14 is a 
gl ycosyl phosphat i dyl i nosi t ol - 1 i nked. . . 

. . . have subst ant i al i rrrrune st i mil at ory ef f ect s on B eel I s, nat ur al ki I I er 
( NK) cells, dendritic cells, and monocyt es/ rracr ophages. 1 1 0, 1 1 1 This 
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act i vi t y of bact er i al DNA i s due to t he pr esence of unrret hyl at ed. . . 
Speller berg et al 122 showed that pneurrococci activate NF- kappaB in 
undifferentiated human and mature nrurine monocytes. The signalling 
pat hways i nvol ved i n i mrrune act i vat i on dur i ng acut e bact er i al rreni ngi t i s 
ar e onl y j ust begi nni ng. 

. . . as I L8 and gr owt h- r el at ed pr ot ei n (Or o) al pha ar e ef f ect i ve 
chemoat t r act ant s for neutrophils but not monocytes. By contrast, 
non- ELR- CXC chemoki nes (for exarrpl e, interferon garma- i nduci bl e 10 kDa 
protein) and CC chemoki nes (for exarrpl e, monocyte chemoat t r act ant 
protein ( M3P) 1, MP1 alpha, and MPIbeta) are poor chemoat t r act ant s for 
neutrophils but attract monocytes and lymphocytes. In human beings, 
highly raised concentrations of the chemoki nes I L8, Goal pha, M3P1 , 
M P1al pha. . . 

... an i n- vi t r o chemot axi s assay, t he CSF of bact er i al rreni ngi t i s was 
cherrotactic for neutrophils and rrononucl ear leucocytes. A si gni f i cant 
reduction of neutrophil cherrataxis was obtained by I L8 and Q-oalpha 
antibodies, and a reduction of rrononucl ear - eel I migration was 
achieved by a combination of IVCP1 , MP1 alpha, and MPIbeta antibodies 
.140 In a mouse model of pneumococcal rreni ngi t is, the brain rrRNA and 
protein expression of . . . space. 1 44 Furthermore, the influx of neutrophils 
during exper i rrent al bacterial rreni ngi t i s was radically attenuated by 
antibodies directed against the adhesion molecules Mad or 
I GAM1 . 1 45- 1 47 Both ant i I eucocyt e- endothelial interaction strategies... 
SI DEBAR: 
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monocytes. Cell Signal 2001; 13: 85-94. 

119 Dziarski R, Jin YP, Gupta D. . . . Rosenow C, Sha W Tuomanen El. 
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. . . al . Enhanced at t enuat i on of rreni ngeal i nf I arrmat i on and br ai n edema by 
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Antibody response to Staphylococcal slime and I i pot ei choi c 

aci d 

Sir -Laura Sel an and colleagues (June 22, p 2166)1 describe the 
exploitation of the antibody response to staphylococcal slime 
polysaccharide i n t he diagnosis of vascular graft infection. \te have 
si ni I ar exper i ence i n rreasur i ng t he ant i body r esponse t o exocel I ul ar 
antigens produced by Staphylococcus epiderrridis and have identified one 
part i cul ar hi ghl y i rrrrunogeni c. . . 
. . . I i pi d S. 2 

This antigen is a short - chai n- 1 engt h exocel I ul ar form of the cellular 
I i pot ei choi c aci d pr oduced by a wi de r ange of gr am- posi t i ve cocci . W 
have shown that rrost of the population have a background serum 
concent r at i on of I gG di r ect ed t owar ds I i pi d S but t hat t he 
concentrations rise substantially during serious infection by gr arroosi t i ve 

. . . I evel s to S epi der rri di s si i rre ant i gen were si gni f i cant I y r ai sed corroar ed 

with those in controls, whereas I gG concent r at i ons were high in 

patients and controls. The antigen used by Sel an and colleagues probably... 

. . . char act er i st i c el ect r ophor et i c rrobi I i t y on SDS- PAGE and can be det ect ed 
by ant i ser a and comrer ci al I y- avai I abl e rronocl onal ant i bodi es 
directed against the gl ycer ol phosphat e chain of lipoteichoic acid on 
west er n bl ot t i ng. W have al so shown t hat I i pi d S can i nduce t he 
inflammatory response associated with gr am- posi t i ve sepsis; consequently, 
neutralisation of antibodies directed towards them could play an 
iiroortant part in lessening the inflarmatory response associated with... 

. . . posi t i ve i nf ect i on. Ther e may be a benef i ci al r ol e f or vacci nat i on or 
passive treatment with such antibodies. 5 

*Tom Elliott, Tony Wrthington, Peter Larroert 

'Department of Q i ni cal Mcrobiology, University Hospital, Edgbaston, 
Bi r ni ngham gr af t infections with antibodies against staphylococcal 
si i ire ant i gens. Lancet 2002; 359: 2166-68. 
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2 Larrbert PA, Worthington T, Tebbs. . . 

...potential for detecting infection of grafts. Q her workers have 
enphasi sed the diagnostic usefulness of the antibody titre for 
specific bacterial virulence factors. 2 

W analysed antibody reactivity to Staphylococcus aureus 
recorrbinant adhesi ns that recognise mat r i x molecules in blood collected 
f r om conval escent ... 

... a surf ace- associ at ed pr ot ei n capabl e of bi ndi ng sever al ext r acel I ul ar 
mat r i x gl ycopr ot ei ns. 3 

The r eact i vi t y of I gG i sol at ed f r om t en pat i ent s wi t h S 
aur eus- i nduced endocarditis to these proteins was measured by ELI SA and 
corrpared with the antibody concentrations of five healthy adults or 
three patients with infective endocarditis caused by unrelated bacterial... 

...cut-off, 0.250 optical density ( OD) at 490 nrt) . I n pat i ent s wi t h 

staphylococcal endocarditis, antibody concentrations to M/kP ( >=1 . 6 

OD) largely exceeded the cut-off I i rri t , and nine of ten patients exhibited 

a not abl e rise in t hei r ant i body titre to cl urrpi ng f act or B ( >=1 . 2 

CD) . Hi gh I gG r eact i vi t y wi t h cl urrpi ng f act or A ( >=1 . 5 CD) was seen 

i n si x of ten patients, whereas antibody response to 

f i br onect i n- bi ndi ng pr ot ei n A ( >=0. 8 CD) seerred to be pr esent i n al I 

pat i ent s. 

Wien the I gG panel was assessed for reactivity to CNA, only two 
pat i ent s wer e posi t i ve wi t h hi gh- 1 i t r e. . . 

. . . det ect abl e amount s of eel I - wal I - associ at ed CNA wer e seen in only t wo 
isolates, perfectly matching I gG ant i adhesi n profiles. 

This finding provides indirect evidence to support the notion that 
cl urrpi ng f act ors and. . . 

. . . bi ndi ng pr ot ei n A ar e cr i t i cal f act or s in i nduci ng S aur eus endocar di t i s 

and suggest s t hat high I gG t i t r es to IVAP, cl urrpi ng f act or s A and B, 

and f i br onect i n- bi ndi ng pr ot ei n A ar e associ at ed wi t h t he di sease st at e and 

may be useful in identifying staphylococcal endocarditis. No I gG 

pr epar at i on i nhi bi t ed t he bi ndi ng of f i br onect in to i sol at ed f i br onect i n- - 

bi ndi ng pr ot ei n A or to i nt act . . . 

...1 Sel an L, Passariello C, Ri zzo L, et al . Diagnosis of vascular graft 
infections with antibodies against staphylococcal slime antigens. 
Lancet 2002; 359: 2166-68. 

2 Col que- Navarro P, Pal ma M Soderqui st B, Flock J-1, IVbl I by R. 
Antibody responses in patients with staphylococcal sept i cerri a against 
two Staphylococcus aureus fibrinogen-- binding proteins: cl urrpi ng factor... 
the confidentiality of HIV-infected persons. 

The blood supply in Singapore undergoes rigorous testing for 
ant i bodi es t o hepat i t i s B vi r us, hepat i t i s C vi r us, and HI V usi ng t he 
rrost advanced technol ogy avai I abl e. . . 

... t o devel opi ng donor deferral criteria, par t i cul ar I y for HIV-infected 

donors in pr eser oconver si on windows with negative antibody tests. 

Indeed, a study involving the Corrrruni cabl e D sease Centre, Singapore 

Gener al Hospi t al , and t he Si ngapor e. . . r esponse to this par asi t e. One st udy2 

indicated that this response, and not that of specific antibody, may 

be cent r al t o pr ot ect i ng peopl e when t hey ar e f i r st exposed to this 

parasite. Vacci nat i on. .. doses, and in four of 650 cancer patients. 2 Three 

i ndi vi dual s wer e f ound t o have ant i bodi es t o PEG- - r HulVGDF t hat 

cr oss- r eact ed with endogenous t hr orrbopoi et i n and neutralised its biological 

act i vi t y. Thi s. . . 

...effect has also been reported in patients treated by erythropoietin who 
had devel oped ant i - er yt hr opoi et in ant i bodi es. 3 
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Patients undergoing the type of treatment Vadhan- Raj and colleagues 
describe should be screened for antibodies to t hr orrbopoi et i n to try 
to better delineate the risks involved in such treatrrent. 
Jean- Luc. . . 

. . . 2 Li J, Yang C, Xi a Y, et al . Thr orrbocyt openi a caused by the development 
of antibodies to t hr orrbopoi et i n. Blood 2001; 98: 3241-48. 

3 Casadeval I N, Nat af j, Viron B, et al . Pure red-cell aplasia and 
ant i eryt hropoi et i n antibodies in patients treated with recorrbinant 
erythropoietin. N Engl J IVfed 2002; 346: 469-75. 

Si r . . . pi at el et donors. Bl ood 2001 ; 98: 1339-45. 

Aut hor s' r epl y 

Sir-W are aware that neutralising antibodies resulting in severe 
t hr orrbocyt openi a have been seen in sorre of the patients and normal donors 
who received Peg- r HulVGDF. No such neutralising antibodies to 
recorrbinant human t hr orrbopoi et i n were seen in our trial. Moreover, none of 
t he 229 pat i ent s. . . 

...For exarrpl e, female patients wi t h a history of previous pregnancies, if 

found positive for I yrrphocyt ot oxi c antibodies, may benefit from 

autologous donation before adrri ni st r at i on of intensive chemotherapy. I n t he 

TRAP t r i al , t he pat i ent s wi t h det ect abl e I yrrphocyt ot oxi c ant i bodi es 

did not benefit f r om I eucocyt e- r educed or ul t r avi ol et - B- - irradiated 

pi at el et s. 4 In our t r i al . . . 

SI DEBAR: 
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Rheumat i c f ever 
Gene H St ol I er man 

The Lancet vol. 349, 9056 PP: 935-42 Mar 29, 1997 DOCUMENT TYPE: 
PERIODICAL; Feature; JOURNAL ART I CLE; Journal Article LANGUAGE: 
English RECORD TYPE: New; Ful I t ext 
LENGTH: 8 Pages 
VCPD OJJHY: 7069 

TEXT: 

...it may no I onger be possi bl e t o detect di rect evi dence of previ ous 
streptococcal infection because antibody titres may have decreased, 
throat cultures may have become negative, and the m nor signs of... 

...sign to appear af t er t he ant ecedent i nf ect i on wi t h gr oup- A st r ept ococci , 

can occur when streptoccal antibody concentrations have returned to 

normal and other evidence of rheumatic i nf I arrrrat i on is no longer present... 

...of rheumatic fever generally occurs early in the rheumatic attack, at a 
time when streptococcal antibodies are at their peak concentration, 
the absence of any substantial increase i n t he concentrations of these 
antibodies (eg, antistreptolysin O and anti-DNase B) , are useful 
negative predictors of rheumatic fever. However, when concentrations of 
such antibodies increase, the diagnosis of rheumatic fever is only 
pr esurrpt i ve. Increased concentrations of streptococcal antibodies may 
be caused by a recent coincidental, but unrelated, streptococal throat 
infection. The subsequent cour se. . . school chi I dr en with pharyngitis 
associated with positive cultures for gr oup- A st r ept ococci and with 
increased streptococcal antibodies, do not develop rheumatic fever. 
Corrpar ed wi t h t he pat i ent s in rri I i t ary epi derri cs, t hese corrmon i nf ect i ons 
...very short chains in broth cultures. After untreated pharyngitis, 
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r heumat ogeni c strains strongly induce t ype- speci f i c antibodies. 
Rheumat ogeni c strains cannot produce lipoprotein lipase, the opacity 
factor, that is characteristic of skin strains... 

. . . gr oup- A st r ept ococci .20 Pat i ent s wi t h r heurrat i c f ever have hi gher t han 
normal ser um concent r at i ons of I gG directed towards the 
cl ass- 1 - speci f i c epitope; such patients also lack i rrrrunor eact i vi t y t o t he 
cl ass. 

...powerful i rrrruni si ng effect. After nasal adrri ni st r at i on of synthetic M 
vaccines, nice produce t ype- speci f i c I gA ant i bodi es and are protected 
f r om exper i rrent al syst erri c challenge with horrol ogous M-type strains. 23 The 
adj uvant ... st r ept ococci leaves behind intact firrbriae, by which 
streptococci adhere to rrucosal surfaces. The remaining I i gand, 
lipoteichoic acid, binds t o t he rrucosal receptor, fibronectin. This 
finding may explain the persistent pharyngeal carriage... 

...haptenic carrier, but as a rrucosal st i rail ant for the production of 
pr ot ect i ve I gA t ype- speci f i c ant i bodi es23 ( f i gur e 4) . Sever al st udi es 
al r eady poi nt t o t he pot ent i al of t hi s r econrbi nant pr ot ei n f or or al . . . 
SI DEBAR: 

Cl TED REFERENCES: 

. . . Adv Intern Ived 1990; 35: 1-26. Pathogenesis 

Cunni ngham IvVV Swerlich PA. Pol yspeci f i ci t y of ant i st r ept ococcal 

rronocl onal antibodies and their i rrpl i cat i ons in aut oi rrrruni t y. J 

Exp M3d 1986; 164: 998- 1012. 
Khanna AK, Buski r k. . . 

. . . HLA B eel I ant i gen i n r heurrat i c f ever pat i ent s and t hei r f ami I i es as 

defined by a rronocl onal antibody. J Gin Invest 1989; 83: 

1710-18. 

St oiler man GH. Rheurrat ogeni c streptococci and aut oi rrrruni t y. Clin 
I rrrrunol . . . 

THI S IS THE FULL- TEXT. 
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Septic shock: pathogenesis. 

Gauser, MP.; Zanet t i , G; Baurrgar t ner , J.-D. ; Cohen, J. 
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Sept 21, 
1991 
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. . . ABSTRACT: coagul at i on pat hways may al so be act i vat ed vi a rrechani srrs 
that are described. Wien stirrulated by LPS, monocytes (the white 
blood cells that becorre scavenger cells when they lodge in organs) release 
cyt oki nes. . . 

wall components. The classical pathway is mainly activated by 
complexes of eel I -wall components and antibodies. The anaphyl at oxi ns 
C3a and C5a that result f r om act i vat i on of these pathways are responsible 
f or . . . 

...leucocytes, such as cherrotaxis, phagocytosis, and cytotoxicity, (11) and 

blocking of the adhesion process by rronocl onal antibodies 

prevents tissue injury and improves survival in animal models of septic 

shock. 
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...central role in the pathogenesis of septic shock. It is activated by 
pept i dogl yean residues and teichoic acid from the cell wal I of 
gr am posi t i ve organisms (S aureus, streptococci, pneurrococci ) as 
ef f i ci ent I y. . . of endor phi ns in t he pat hophysi ol ogy of shock is still 
i ncorrpl et el y understood. (19) 
The cyt oki ne net wor k 

IVbnocyt i c cells probably have a pivotal role in rredi at i on of 
t he bi ol ogi cal ef f ect s of LPS (fig... 

. . . r errove and det oxi f y LPS f r om t he bl ood, t hus havi ng a benef i ci al ef f ect . 
Second, LPS- st i mil at ed monocytes produce cytokines such as TNF and 
interleukin 1 (IL-1). Several binding sites for LPS... 

...cell surface of macrophage have been described. (20-24) LPS can also 
interact with the monocyt i c cell membrane after binding to plasma 
molecules. An acute- phase protein called LPS-binding protein... 

...moiety of LPS. (25) LPS- LBP corrpl exes are a I i gand for the CD14 
receptors on monocytes and macrophages. (24) LPS when corrpl exed with 
LBP can st i rail at e pr oduct i on of TNF by macr ophages. . . 

...with shock due to rri cr oor gani srrs that do not contain LPS. In animal 
model s, ant i - TNF ant i bodi es gi ven pr ophyl act i cal I y bef or e bol us 
intravenous injections of LPS or gram negative bacteria, or given 
t her apeut i cal I y. . . 

...patterns were to be found during most cases of septic shock in humans, 
ant i - TNF ant i bodi es woul d be I ess I i kel y to be ef f ect i ve when 
adm'nistered late in the course of shock... 

...shown a pattern of TNF release different from that after bolus 

i nocul at i on, and ant i - TNF ant i bodi es f ai I ed to pr event deat hint hese 

models. [30,31] Thus, the release of TNF i n. . . 

...blocking of t he bi ndi ng of I L- 1 t o i t s eel I -surface receptor, by means 

of rronocl onal antibodies or IL-1 receptor antagonist, prevented 

t he det r i rrent al ef f ect s of LPS or Excher i chi a col i i nocul at i on. . . wi I I help 

to identify the subsets of patients that rri ght benefit f r om adm ni st r at on 

of ant i cyt oki ne antibodies, and the need for other cytokine 

inhibitors or ant i - i nf I arrrrat or y agents. 

REFERENCES 

[ 1] Bone RC. . . 

. . . 427-40. 

[4] Calandra T, Q auser IvP, Schel I ekens J, Ver hoef J, the Swi ss- Dut ch 
J5 I mainogl obul i n Study Group. Treatment of gram negative septic 
shock wi t h human I gG ant i body t o Escher i chi a col i J5: a 
prospective, doubl e- bl i nd, random zed study. J Infect Di s 1988; 158... 

...in rabbits induced by adrri ni st r at i on of endotoxin or tissue factor: 
effect of ant i -tissue factor antibodies and measurement of plasma 
extrinsic pathway inhibitor activity. Blood 1990; 75: 1481-89. 
[15] van... 86. 

[30] Bagby GJ, PI essal a KJ, Wlson LA. Thorrpson KJ, Nelson S. 
Divergent efficacy of antibody to tumor necrosis f act or - [ al pha] in 
intravascular and peritonitis model s of sepsis. J Infect Di s. . . 
...of acute i nf I arrrrat i on in vivo by IL-1 receptor antagonist and ant i - 1 L- 1 
receptor rronocl onal antibody. J Exp Ived 1991; 1973: 931-39. 
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ki t s f or Hepat i t i s A HAVAB [ R] - M El A- - Enzyme I rmunoassay f or t he 
detection of I gM ant i body to hepatitis A virus. HAVAB 
[ R] - M - Radi oi rmunoassay for the detection of I gM ant i body to 
hepat i t i s A vi r us. HAVAB [ R] El A- - Enzyrre I nmrunoassay f or t he det ect i on of 
ant i body t o hepat i t i s A vi r us. HAVAB [ R] - - Radi oi rmrunoassay f or t he 
detection of antibody to hepatitis A virus. 

Di agnost i c ki t s f or Hepat i t i s B AUSAB [ R] - - Radi oi rmunoassay f or t he 
det ect i on of ant i body t o hepat i t i s B sur f ace ant i gen. AUSAB [ R] 
El A- - Enzyrre I rmrunoassay for the detection of antibody to hepatitis B 
surface antigen. AUSCELL [ R] - - Reverse Passive Hemagglutination for the 
det ect i on of hepat i t i s. . . 

...surface antigen ( HBsAg) in human serum or plasma. Confirmatory test kit 
al so avai I abl e. AUSZYME [ R] M3NOCLCNAL Qjal i t at i ve third gener at i on 
enzyrre i rmunoassay for the detection of hepatitis B surface antigen ( HBsAg) 
in... 

...serum or plasma. Conf i r mat ory test kits also available. CCRAB 
[ R] - - Radi oi mrunoassay for the detection of antibody to hepatitis B 
cor e ant i gen i n ser urn or pi asma. CCRAB [ R] - M Radi oi rmunoassay for t he 
qual i t at i ve det er rri nat i on of speci f i c I gM ant i body t o hepat i t i s B 
virus core antigen ( Ant i - [ HB. sub. c] I glv) in human ser urn or... 

... 6 rront hs or I ess) hepat i t i s B i nf ect i on. CCRZYME [ R] - - Enzyrre I rmunoassay 

f or t he det ect i on of ant i body t o hepat i t i s B cor e ant i gen i n ser urn or 

pi asma. CCRZYME [ R] - M Enzyme I rmunoassay f or t he qual i t at i ve det er rri nat i on 

of speci f i c I gM ant i body t o hepat i t i s B vi r us cor e ant i gen 

( Ant i - [ HB. sub. c] I gM; in human ser urn or . . . 

. . . HBe ( r DNA) El A- - Enzyrre I rmunoassay f or t he det ect i on of hepat i t i s Be 
antigen and/ or antibody to hepatitis Be antigen. ABBOTT- HBe 
( r DNA) - - Radi oi rmunoassay f or t he det ect i on of hepat i t i s Be ant i gen and/ or 
ant i body t o hepat i t i s Be ant i gen. 

Hepat i t i s B I rmune G obul in H- Bl G [ R] - - Hepat i t i s B i rmune gl obul i n 
( Human) . 

Di agnost i c Ki t s f or Hepat i t i s D ABBOTT ANTI - DELTA- - Radi oi rmunoassay 
for the det ect i on of ant i body t o hepat i t i s del t a ant i gen ( HDAg) i n 
human ser urn or pi asma. ABBOTT ANTI - DELTA El A- - Enzyme I rmunoassay for the 
det ect i on of ant i body t o hepat i t i s del t a ant i gen i n human ser urn or 
pi asma. 

RETROVI RUS TESTS 

ABBOTT HI V- 1 El A- - Enzyrre I rmunoassay for the detection of 
antibody to Human I rmunodef i ci ency Virus Type I ( HI V- 1 ) in human 
ser urn or plasma. ABBOTT HTLV . . 

. . . s) . For Research Use Only. ABBOTT HTLV- 1 El A- -Enzyrre Immunoassay for the 
detection of antibodies to human T- Lyrrphot r opi c Virus Type I ( HTLV- 1 ) 
in human ser urn or plasma. 

I NFECTI OUS DI SEASE AND I MVUNCLOGY TESTS 
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ABBOTT GW TOTAL AB El A- -Enzyme I muinoassay for the detection of 
antibody to cytomegalovirus (CM/) in human serum plasma and whole 
bl ood. ROTAZYME [ R] I I - - Enzyme I muinoassay. . . 

...in human fecal specimens. ABBOTT I gE El A- - Enzyme I muinoassay for the 
quant i t at i ve det er rri nat i on of I gE ( I muinogl obul i n Type E) i n human 
serum or ...plasma. ABBOTT TOXO G [ TlVj El A- -Enzyme I rrrrunoassay for the 
qual i t at i ve and quant i t at i ve det er rri nat i on of I gG ant i body t o 
Toxoplasma gondii in human serum and plasma. ABBOTT TOXO M [ Tlv] El A- - Enzyme 
I rmxinoassay f or t he qual i t at i ve det er rri nat i on of I gM ant i body t o 
Toxoplasma gondii in human serum ABBOTT RSV [ Tlv] - El A- - Enzyme I rrrrunoassay 
f or t he det ect i on. . . 

... pi asma, or ur i ne. 
RUBELLA TESTS 

RUBACELL [ R] - - Passive Herraggl ut i nat i on ( PHA) test for the detection of 
ant i body t o r ubel I a vi r us i n ser urn or r ecal ci f i ed pi asma speci mens t o 
det er rri ne t he i rrrrune st at us of i ndi vi dual s. RUBAZYIvE [ R] - - Enzyme 
I rrrrunoassay f or t he det ect i on of I gG ant i body t o r ubel la vi r us 
i n ser urn RUBAZYIVE [ R] - M- - Enzyme I rrrrunoassay f or t he det ect i on of I gM 
anti body to rubel I a vi rus i n serum RUBAQUI CK [ TM, DIAGNOSTIC 
KIT- -Rapid Passive Hemagglutination (PHA) for the detection of 
ant i bodi es t o r ubel la vi r us in ser urn speci mens. 
SEXUALLY TRANSM TTED Dl SEASE TESTS 

GOMQZYME [ R] - - Enzyme I munoassay f or ... si rail t aneousl y moni t or s up to 
16 wavelengths, from 340 to 660 nm, for perform ng endpoi nt , kinetic, 
monochr orrat i c, bi chr orrat i c, t ur bi di met r i c, and pol ychr orrat i c 
anal yses. 

Abbott SPECTRUM EPx strearrlines operation with total aut orrat i on and 
pr ocess. . . 

. . . devel oprrent represents an on- going cormri t rrent to an expanding ABBOTT 
SPECTRUM Reagent product I i ne: 

* Theophyl I i ne( *) * I muinogl obul i n G(*) 

* Phenytoin(*) * I rrrrunogl obul i n A(*) 

* Phenobar bi t al ( * ) * I rrrrunogl obul i n M|*) 

* Carbamazepi ne(*) * CK-M3(*) 

* T4 

( * ) I n Devel oprrent 
TDx [ R] Syst em 
APPLI GATI QMS I N: Ther apeut i c Dr ug MDni t or i ng. . . 

. . . Manual 

Bi ogeni c Arri nes 

5- HI AA ( Ur i ne) 

MHPGT) ( Uri ne) 
I rrrrunosuppr essi ves 

Cycl ospor i ne( **) 
SPECI Fl C PROTEI NS 

G- React i ve Pr ot ei n 

I gG (Turbo) 

I gA ( Tur bo) 

I gM (Turbo) 

Tr ansf er r i n ( Tur bo) 
Pr egnancy Det ect i on/ Management 

Fet al Lung Mat ur i t y 

Total Fr ee. . . anal yt es. M cr opar t i cl es and glass fibers make it 
possi bl e. 

In Mcroparticle Enzyme I rrrrunoassay ( MEI A) , uniquely designed 
ant i body- coat ed m cr opar t i cl es provide a vast surface area to 
accelerate anal yt e binding. After binding occurs, and an enzyme- 1 abel ed 
conjugate is added, a conj ugat el anal yt e/ ant i body or antigen sandwich 
is formed, which is then captured by the innovative glass fiber matrix... 
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. . . abi I i t y to aut omat e a vi r t ual I y unl i nri t ed r ange of i muinoassays. 

The increased surface area of the antibody coated 
rri cr opar t i cl es accelerates the assay reaction, irrproving the assay result 
turn around time. The rri cr opar t i cl es. . . 

. . . ki net i cs wi t h t he r el i abi I i t y of sol i d- phase separ at i on. 

In this technique, a capture molecule (antigen, antibody, or 
viral particle) is coated onto a subrricron ([is less than] 0. 5um on average 



... t he sarrpl e i n a r eact i on eel I . Dur i ng t hi s st ep, t he anal yt e i s capt ur ed 

by the antibody on the rri cr opar t i cl e surface. The I Ivk then adds an 

al kal i ne phosphat ase conj ugat e t hat bi nds t o t he anal yt el ant i body 

corrpl ex on the rri cr opar t i cl e surface, f or rri ng an antibody 

/ anal yt e/ conj ugat e "sandwich." The I Ivk transfers the solution to a glass 

fiber matrix. The rri cr opar t i cl es carrying the conj ugat el anal yt el 

antibody "sandwich" adhere t o t he glass fibers. Excess reagent and 

other unbound material are washed away... 

... 48 t est s per hour . 

Avai I abi e Assays: hCG TSH T4 T UPTAKE TOTAL T3 Fer r i t i n Toxo I gG 
(*) Toxo IglvT) Rubella I gQ( * ) Rubella IgMJ*) AFP(*) FSH(*) LH( * ) 

(*)Available Summer, 1989 
IVenu Expansi on: 

Cancer Physiological Disorders Hepatitis AIDS. ..tests consisting in: 

* FS t est , a r api d pr ocedur e f or t he 

qual i t at i ve det er rri nat i on of sol ubl e f i br i n 

monorrer complexes ( SFM3) in plasma by the 

technique of hemagglutination. This 

rret hod described by Largo i n. . . XDP) , in plasma or in 

serum by the technique of latex particle 

agglutination, using mouse rronocl onal 

antibody raised against the D- Di rror epitope. 

* Spli-Prest, a rapid procedure for detection 
and det er rri nat i on of f i br i n/ f i br i nogen 
degradation products ( FDP) by agglutination of 
latex particles coated with specific 

ant i bodi es. 

ABC rrar ket s/ sel I s over 300 products and supports its customers with 
education mat er i al s such as the Throrrbosis and Lupus Monographs. 

For further i nf or mat i on about the products and services available from 
American Bioproducts Co. contact your... 

... of Fact or VI I I and Al pha- 2 Ant i pi asrri n. 

* Dl MERTEST [ TIV] II Dl MERTEST [ Tlv] II is a monoclonal 
antibody based latex agglutination assay for the direct and rapid 
iroasur eiront of cross- 1 inked fibrin degradation... 

. . . human t i ssue pi asrri nogen act i vat or ant i gen i n pi asma and bi ol ogi cal 
f I ui ds. The ki t ut i I i zes t he doubl e ant i body pr i nci pi e whi ch ensur es 
that t - PA ant i gen iroasur errent s are unbiased by the presence of e.g. 
rheumatoid factor(s) and ant i- goat antibodies. This robust rret hod is 
superior to other rret hods for ruling out false positives when analyzing... 
wide range of t hi r d- gener at i on chrorrogenic substrates and kits, highly 
purified human plasma proteins, nurrorous mono- and polyclonal 
antibodies to herrost asi s- r el at ed antigens, and various unique 
coagul at i on r eagent s. 

AMERI CAN M3NI TOR CORPORATI CN P. O. Box. . . wi t hdr aw. Choi ce of 4 iromor ane 
and cell vol uiro concentrations. Process 8-10 sarrpl es per unit. 
ANT I BODI ES I NCCRPCRATED P. O. Box 1560 Davi s, CA 95617 
Order i ng/ Pr i ci ng/ Techni cal I nf or mat i on: Toll Free (800... 



Page 49 



106011 71 rronocl onal . t xt 
...a fast, convenient, and accurate alternative to rri cr obi ol ogi cal culture. 

ANA/ DNA by I FA Cur Ant i nucl ear ant i body ( ANA) t est ki t s ut i I i ze 
HEp2 subst r at e in ei t her 6 or 12 wel I si i de f or mat s wi t h. . . rreet i t s 
I ong- 1 er m goal s. 

Dl RECT CHLAIVYDI A FA AND ELI SA: Bot h t he I IvAGEN [ TM f I uor escent 
ant i body and I DEI A [ Tlv] rri cr odi I ut i on ELI SA ar e di r ect speci rren 
Chi arrydi a assays. The rronocl onal antibody for each can detect 
elementary bodies from all fifteen (15) known serovars of C. trachomatis... 

... t est s f or Rot avi r us, Adenovi r us 40, 41 and a cul t ure conf i r mat i on t est 
for respiratory Adenovirus. These rronocl onal antibody tests 
employ break away nicro-wells which al I ow bat ch or individual no waste 
t est i ng. Reagent s. . . 

...equipment costs or capital expenditures. Reliably screens out negative 
specimens to lower culture costs. 

ATLANTI C ANTI BODI ES An I NCSTAR Corrpany 10 Nonesuch Road P. 0. Box 
60 Scarborough, ME 04074 

Cr der i ng/ Pr i ci ng. . . 

...Information: Telephone: 800-343-3430 Fax: 207- 883- 41 58 Tel ex: 
94-4310-ATAB SCRB 

At I ant i c Ant i bodi es, ( ATAB [ R] ) , of f er s an ext ensi ve I i ne of 
human ser urn cal i br at or s and ant i sera to human ser urn pr ot ei ns that are 
rronospeci f i c, avi d and high in t i t er . The SPQ [ Tlv] TEST SYSTEM 
product I i ne, bri ngs ATAB qual i ty. . . 

...of t he f ol I owi ng ser urn pr ot ei ns: [Alpha] 1 Acid Glycoprotein 
( new) " Hapt ogl obi n 

[ Al pha. sub. 1] Antitrypsin I nmrunogl obul i n A 
Apol i popr ot ei n A- 1 I mrunogl obul i n G 

Apol i poprotei nB I mrunogl obul i n M 

Apol i popr ot ei n E( new) Lipoprotein (a) (new) 

Corrpl errant C3 M cr our i nary 

Al bum n ( new) 
Corrpl errent C4 Prealburtin (new) 

C- React i ve Protein Transferrin 

Fl our ochr orre and enzyrre conjugated antibodies suitable for use 
i n cyt ol ogy and hi st ol ogy are al so avai I abl e. 

AVL SCI ENTI Fl C CORPORATI CN 33 Mansel I . . . coagul at i on pr oduct s. Wj al so 
offer a variety of educational opportunities, including serrinars, 
workshops, and corrpr ehensi ve monographs, that address the many 
technical aspects of throrrbosis and herrostasis testing. Dade sales 
pr of essi onal s ar e. . . 

...test kits for use in clinical laboratories worldwide. The kits feature 
either convenient GamrHCoat [Tlv] antibody coated tube technology or 
classical GarrmaDab [ R] double antibody technology. Kits contain 
reagents sufficient for either 50, 60, 100, 125, 500, or 2, 500. .. avai I abl e 
f or use on t he ARRAY and I CS I I . 

Specific Protein Kits Drug Reagent Kits 

I gG Phenyt oi n 

I gA Phenobar bi t al 

I gM Theophyl I i ne 

[ Al pha. sub. 1] - Ant i t r ypsi n Gent anri ci n 

C3 Conpl eirent Tobrarrycin 

C4 Corrpl errent . . . st eps, el i rri nat es wast e. 

ENZYME I MVUNCASSAY REAGENTS 
Epsi I on [ R] test kits are enzyme i rmunoassays which incorporate 
rronocl onal antibodies and solid phase rail ti -site techniques 
utilizing coated beads. Wth the use of the Epsi I on. . . 

. . . ENTRY PROCEDURES. 
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ASQ HI V i s a new r eagent t est ki t f or t he eval uat i on of rail t i pi e 
antibodies to Human I muinodef i ci ency Virus, Type I. Six 
ant i bodi es can be det ect ed by t hei r react i on wi t h genet i cal I y 
engineered pept i des. . . ant i p24 (gag), ant i Kp55. . . 

...are corrpl et e in less than four hours. An optical signal is obtained for 
each reactive antibody, providing objective absorbance data for 
antibody evaluation. Each kit contains three rricrotiter plates for 36 
assays, controls, and all reagents r equi r ed. . . t ubes to a FACS [ R] brand 
f I ow cyt orret er . For i n vi t r o di agnost i c use. 

Beet on Dickinson Monocl onal Reagents For research use only. Not 
for use in diagnostic or therapeutic procedures. 

Ki t s Lyrrphorra. . . 

...Human Leu- 20 Ant i - Human Leu- 1 4 Ant i - Human Leu- 21 Ant i - Human Leu- 16 

Monocyt el Of anul ocyt e Reagents Ant i - Human Leu- Ml Ant i - Human 
Leu- M5 Ant i - Human Leu- M3 Ant i . . . 

...Human Leucocyte (HLe-1) Ant i - GALLA ( CD1 0) Ant i - HPCA- 1 Ant i - Human 
Cyt oker at i n 

Ant i - Human I rrrrunogl obul i n Reagents Ant i - Human [IgA. sub. 1] 
Ant i - Human I gG Ant i - Human [ I gA. sub. 2] Ant i - Human I gD 
Ant i - Human Kappa Ant i - Human I gM 
Ant i . . . 

...Si rail test T Hel per/ Suppr essor Test 

Ant i - Leu- 3 Fl TC + Ant i - Leu- 2 PE) Si rail t est Cont r ol 
[IgGsub. 1] Fl TC + [ I gG sub. 2] PE) Si rail t est LeucoGATE 
( Ant i - Leucocyt e Fl TC + Ant i - Leu- M3 PE) Si rail t est 
Ant i - Leu. . . Kappa PE 
St r ept avi di n APC ( Al I ophycocyani n) St r ept avi di n DuoCHRCME [ Tlv] 

(PE- Texas Red Conjugate) St r ept avi din Texas Red 
Monocl onal Controls Mouse [IgGsub. 1]: Pure, Fl TC, PE 
Mouse [ I gG sub. 2a] : Pure, Fl TC, PE 

I PATH [ Tjv] Tissue Reagents Ant i - Human Cyt oker at in Ant i - Human. . . 
. . . conpl et e ur i nal ysi s wor k st at i on avai I abl e. 

VI ROLOGY ENZYGNOST [ R] Rubella, ant i - CM/ ant i gen f or measurement of 
I gG and I gM ant i bodi es and antigen in human serum 

I MVUNOLCGY I rrrrunof I uoresent Test Ki t s AFT [ R] III, AFT [ R] Systems... 
San Di ego, CA 92121 

Cr der i ng/ Pr i ci ng/ Techni cal I nf or mat i on TOLL FREE 1 - 800- 633- 4484 
HUM\N I gG SUBCLASS QUANT I TATI CN KI TS - avai I abl e as Pol yd onal , 
Monocl onal , Low Level and NEW Si ngl e di I ut i on Rl D Ki t s and an El i sa 
Ki t wi t h pr ecoat ed wel I s. 

ANTI GEN SPECI Fl C ELI SA KI TS - f or quant i t at i on of bot h Tot al I gG 
and subclass antibodies (IgGI, I gG2) specific for H. influenza, S. 
pneumoniae and C. t et ani . 

CQVPLEMENT CQVPCNENT Rl D KI TS. . . 

. . . C8, C9, Factor B, Factor H, Factor I. 

SERUM PROTEI N Rl D KI TS - 26 different Ki t s ( I gQ A, M etc.). 
FREE KAPPA AND LAM3DA Rl D KI TS Hi gh and Normal I evel avai I abl e. 
CELI 

...MARKERS - 14 Newi y Characterized CD Markers and other established cell 
surface markers. 

ANTI SERA - 1100 + Pol ycl onal / monocl onal antibodies and 
conj ugat es. 

AUTGANTI BODY PCSI Tl VE SERA - ENA, ANA, RF and others. 
WHOLE PLASMA AND SERUM STANDARDS. . . 

. . . I eaders i n anerri a t est i ng. 

Bi o- Rad also leads in the critical diagnostic areas of HI V- 
ant i body testing, and drug monitoring. The Bi o- Rad Novapat h 
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I rrrrunobl ot Assay incorporates Wst er n Blot technology for reliable 
confirmation of Antibody to HIV. Results are available in less than 
three hours. Bi o- Rad tests kits f or . . . Di goxi n 198-3001 100 
( coat ed t ube) 

I NFECTI OUS Dl SEASES Novapat h [ Tlv] I rrrrunobl ot Assay( *) f or Det ect i on of 
Antibodies to Human I muinodef i ci ency Virus (HIV) 
Cat al og No. 
10- Test Kit 197- 1000 
30- Test Ki t . . . 



. . . Rl A 1 050 

Cccul t BI ood 

BI ood in Ur i ne 1002 
BI ood i n St ool 1001 
I nf ect i ous Di sease 

Candi quant - 1 gG ELI SA 7001 
Cant i quant - 1 gM ELI SA 7003 
Cant i quant - 1 gA ELI SA 7005 
Cast ri t i s & Pept i c Ul cer- 1 gG 
ELI SA 7004 

Gast ri t i s & Pept i c Ul cer - 1 gM 
ELI SA 7006 

Li gand Ser urn Cont r ol s RI A, El A, Fl A * TRU. . . 

. . . El A KI TS T3 CLASP [ R] - Bead T4 CLASP [ R] - Bead 

* MjI t i - V\fel I Garrrra Count er 

* Pol ycl onal Ant i bodi es 

* RNAzol [ Tlv] - A new rret hod f or RNA 
i sol at i on 

* HETS [ TfVj - A hi gh ef f i ci ency t r ansf er 

sol ut i on. . . a her features of the analyzer are its mil t i wavel engt h 
di f f r act i on gr at i ng/ 1 i near di ode ar r ay phot orret er per f or rri ng 
monochromatic or bi ochr omat i c analysis, and result transmission, real 
t i rre or batch, through the RS232 interface to adenovirus antigens. 

HLM\N LYME El A Di agnost i c El A ki t f or t he det ect i on of human I yrre 
ant i bodi es. 

RECOVBI NANT HTLV- I El A Research El A f or the detection of HTLV- 1 
ant i bodi es. 

LEUKOTEST [ R] - FeLV Di agnost i c El A ki t f or t he det ect i on of Fel i ne 
Leukerri a Vi r us ant i gen. 

RECOVBI GEN [ R] HI V- 1 LA Fi ve rri nut e di agnost i c I at ex aggl ut i nat i on 
test for the detection of antibody to HI V- 1 . Available through the 
Baxter Healthcare Corporation. 

CAM3RI DGE MEDI CAL TECHNOLOGY CORPCRATI CN 575 M ddl esex. . . 

. . . CT I nsul i n 

Etorphi ne [T. sub. 3] CT 

Fentany I [T. sub. 4] CT 

BULK REAGENTS MDnocI onal Ant i bodi es Pol ycl onal 
Antibodies Secondary Ant i ser a Radi oi odi nat ed Li gands Normal Sera 
Purified Antigens Viral Antigens El A Conj ugat es and Substrates 

CUSTOM SERVI CES 

I odi nat i ons Antibody Production 

I rrrruno- Coat i ng OEM 
CASCO STANDARDS 15 Lei ght on Road Yarmouth, ME 04096 
Oderi ng/Techni cal / Pri ci ng. . . Qual i ty service and support provided by 
experienced technical support team* Available M cr opiate Systerrs(*) 

Toxo I gG EBV EBNA I gG 

Toxo I gM EBV EBNA I gM 

Rubel I a I gG EBV VGA I gG 

GW I gG EBV VGA I gM 

CM/ I gM Rubeol a I gG 

HSV 1 I gG Lyrre I gG 

Page 52 



106011 71 rronocl onal . t xt 
HSV 2 I gG ( * ) Sorns ki t s may be avai I abl e f or Reasear ch Use CM y 
FLUORO KI T TEST SYSTEM 

* Autoimmune Diseases... 

. . . Di seases 

Toxoplasma Streptococcus 
Cyt orregal ovi r us Sal monel I a 
HEPATI Tl S TEST SYSTEM 

* AB-AUK-3 - Bead Technology to detect 

antibody to HBsAg * AUK- 3 - Bead Technology using 
rronocl onal antibodies t o t est for HBsAG * AB- COREK - Bead 
Technol ogy usi ng 

recorrbinant DNA t o t est for ANTI . . . 

. . . assess a pat i ent ' s i rrrruni t y t o r ubel la vi r erri a by st andar di zi ng t he 
r esul t s of quant i t at i ve r ubel la ant i body wi t h t he CAP Cer t i f i ed 
Rubel I a Ref er ence Ivat er i al . 

This reference mat er i al provides a precise standard for calibration 
of the quantitative det er rri nat i on of ser urn ant i body (human) to 
r ubel I a by hemaggl ut i nat i on i nhi bi t i on assay, enzyme i mrrunoassay, 
fluorescence i rmunoassay, and latex agglutination. 

The. 

...for CI i ni cal Laboratory Standards ( NCCLS) and are traceable t o t he CDC 
Reference Preparation for Ser urn Ant i body to Rubella. They are 
packaged as t hr ee 0. 5 rrt_ vi al s; negat i ve, border I i ne t i t er , and. . . 

...values for 12 specific i rmunopr ot ei ns. 
Al burri n Tr ansf er r i n 
Al pha- 1- ant i t rypsi n C3 
Alpha- 2- C4 

macr ogl obul in I gG 

C- r eact i ve pr ot ei n I gA 
Cer ul opl asm n I gM 

Hapt ogl obi n 

Thi s r ef er ence mat er i al i s t r aceabl e to t he US. . . The COULTER STKS 
offers aut orrat ed analysis of 20 hematologic parameters: total V\BC count and 
lyrrphocyte, rronocyt e, neutrophil, eosinophil and basophil nurrber and 
per cent ; RBC, PI t , Hgb, Hct , IvCV, IvCH, M3HC. . . preci se anal ysi s of whi t e 
bl ood eel I s in t hei r near nat i ve st at e. The VCS enumer at es I yrrphocyt es, 
monocytes, neutrophils, basophils and eosinophils, and indicates the 
presence of abnormal cells. 

The t hr ee- di rrensi onal rror phol ogi c. . . I yrrphomas, other 
i muinodef i ci enci es, aut oi rmxine di seases and t r anspl ant rejection, DNA eel I 
cycle analysis, reticulocyte and platelet antibody enumeration. 

Increased throughput, outstanding efficiency and superior operator 
saf et y make t he new EPI CS Pr of i I e I I . . . f i xed sarrpl es i n I ess t han 1 0 
rri nut es in t hr ee st eps: 

1. Add 10 [ Mj] I rronocl onal antibody to 0.1 
rrt whol e bl ood sarrpl e, i ncubat e 10 

rri nut es, 

2. PI ace sarrpl e in Q . . 

... a corrpl et e syst em i ncl udi ng t he Wir kst at i on, I rrrruno- Pr ep r eagent s and 
CYTCSTAT [ R] / COULTER CLONE [ R] rronocl onal ant i bodi es. 

COULTER CYTOVETRY I MVUNCLOGY DI VI SI ON OF COULTER 440 Vest 20t h St r eet 
Hi al eah, FL 33010 

Or der i ng/ Techni cal . . . 

...for mil t i col or analysis or tissue stains. 

CYTO- STAT [ R] / COULTER CLONE [ R] Two- Col or 
CLUSTER 

M3NOCLCNAL ANTI BODY DESI GNATI CN( * ) 
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For In Vitro Diagnostic Use 

T11- RD1/ B1- Fl TC CD2/CD20 (I gGi) ( I gG2a) 

T1 1 . . . 

. Msl gGi - Fl TC Msl gG1-RD1/M3l gG2a- Fl TC Msl gM- F01/ Ntel gGi- Fl TC 
Si ngl e- Col or CYTO- STAT [ R] 



MONOCLONAL 

CLUSTER 

ANTI BODY 

DESI GNAT I GM 
For In Vitro Diagnostic Use 
T11 (I gGi) 



PRODUCT 
FORM 



CD2 
CD3. 



T3 (I gGi) 

- I gGi) CD45 
Msl gGi 

Msl gG2a 
Msl gG2b 
Msl gM 

COULTER CLONE [ R] MONOCLONAL ANTI BODI ES 
MONOCLONAL 

CLUSTER 

ANTI BODY 

DESI GNATI ON 
For In Vitro Diagnostic Use 



Fl TC 
RD1 



Fl TC 
RD1 
Fl TC 
Fl TC 
Fl TC 



PRODUCT 
FORM 



T1 (I gG2a) 

T3 (I gGi) 



CD5 



CD3. . . 

( Fl ow cyt orret i 



Pur i f i ed 
RD1 



y or f I uor escence 



...6603369 box, 500rrL per packet) 
rri cr oscopy) 

ORDERI NG I NFCRMATI ON 

COULTER CLONE [ R] rronocl onal ant i bodi es are avai I abl e in 
25 and 100- test sizes as listed. CYTO- STAT [ R] / COULTER CLONE [ R] 
rronocl onal antibodies, both 2- col or and single color, are 
available in 50- test sizes. Purified, bi ot i n, Fl TC. . . 

. . . Gr oupi ng 

Hospi t al Ki t and Ki t 

Physician's Kit * Strep B/ Mani ngi t i s Kit 
I MVUNCHI STOCHEM STRY( * ) 

* StrepA-B * Monoclonal Mouse 
Universal Kit Primary Antibody 

* STAT Accessory Sets 

Kit for Rapid * Polyclonal Rabbit 

St ai ni ng Pr i rrar y Ant i body 

* Rabbit Universal Sets 
Ki t 

ALLERGY* Total I gE * Sophei a [ TN\ 1000 * Al I er gen- speci f i c * Sophei a 
[ TM, 2000. .. DSL i s t he rranuf act ur er of: 

* the only direct ( non- ext r act i on) 

Andr ost enedi one assay, * the only double antibody Myelin Basic 
Protein assay, * the only Sorrat orredi n- C assay wi t h a 
single three hour incubation... 



. I GF- 1 

* Cor t i sol 

* DHEA- Sulfate 

* Est r adi ol 

* Fer r i t i n (I FM\) 



( I RvA) 

* Testosterone 

* TSH Ul t rasensi t i ve 
( I RVA) 

Page 54 



106011 71 rronocl onal . t xt 

* Progesterone 

Double Antibody Radi oi rmunoassays: * Adrenocorticotropic * 
Par at hyr oi d 

Hor mone ( ACTH) Hor mone 

* Alpha Fetoprotei n(*) C-Terrrinal 

* Andr ost enedi one * Parathyroid 

* Calcitonin Hor mone- - M d. . . 

. . . Radi o- Recept or Assays: * Estrogen Receptor(*) * Progesterone 

Receptor(**) (*)For investigational use only (**)For research use 

onl y 

Ivbnocl onal and polyclonal antibodies, and other raw 
mat er i al s ar e al so avai I abl e. 

Dl AMEDI X CORPORATI CN 2140 Nort h M arri Avenue M am , FL. . . 



. T Upt ake ( NEWjf 
hCG ( NEW? 
TSH (NEWjf 

I nf ect i ous Di sease 
Lyrre Di sease ( NEWjf 
VZV ( NE\A)f 

Rubel I a I gG or I gM 
Toxopl asrra I gG or I gM 
Cytomegalovirus I gG or I gM 
Herpes 1 or 2 
Arrebi asi s 

I mrunohogy/ Rheumat ol ogy 

Ant i - DNP ( deoxynucl eopr ot ei n) 
Rheumat oi d. . . 



. . . Ct her Corrpl errent Products 
Wiol e Corrpl errent 
Corrpl errent Corrponents C1-C4 
St abl e Gel I ul ar I nt er rredi at es 
Preserved Sheep Blood 
Ant i bodi es t o Sheep Red Cel I s 

I INSTRUMENT ATI CN BP- 1 2 Phot orret er For reading nicrowell strips at 405, 
450. ..test systems to be introduced in 1989 include hCG- CUBE, LH- CUBE, 
St r ep A- CUBE, Mono- CUBE, CM/- CUBE, Rot a- CUBE, Rubel I a- CUBE and 
C. di f f . - CUBE. All I rrrruno- CUBE assays. .. r el eases antigenic material from the 
bact er i a eel I wal I . Thi s ext r act i s t hen rri xed wi t h speci f i c ant i body 
-sensitized latex particles, rri xed and read within two rri nut es. 
There are adequate reagent, extract ant, nixing... 

...Urine Benzodiazepines Screen Urine Cocaine Mat abol i t es Screen Urine 
Cannabi noi ds Scr een 

I muinol ogy/ Ser ol ogy C- React i ve Pr ot ei n I nminogl obul in Q A & M 

Endocrinology Thyronine Uptake ( TU) Thyroxine (T4) 

* Analyst [ R] Bencht op Chenistry System 

Thi s. . . Wst er n Blot Kit The first licensed kit for validating the 
presence of AIDS virus (HIV) antibodies in human blood. Test kit 
includes all necessary reagents and controls - no special equipment is 
needed. Pr ovi des pr orrpt val i dat i on of i ni t i al HI V scr eeni ng r esul t s. 
I dent i f i es speci f i c HI V ant i bodi es i n t he pat i ent ' s bl ood. May assi st 
physi ci ans i n est abl i shi ng t he cl i ni cal di agnosi s of Al DS. 

* Vaster n Blot Service This service for the confirmatory testing of 
HTLV- III ant i bodi es of f er s si gni f i cant I y enhanced sensi t i vi t y and 
reproducibility, prorrpt and confidential reporting, and convenient and safe 
handl i ng. . . 

. . . needs. 

* HI V ELI SA Test i ng Syst em A hi ghl y sensi t i ve and speci f i c bl ood 
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scr eeni ng t est to det ect ant i bodi es to HI V i n an easy t o use 
aut omat ed syst em 

* Hepat i t i s ELI SA Test i ng Syst em A f ast . . . 

...labor efficient m cr opiate technology and equipment as Du Pont ' s HIV 
ELI SA t est . 

* EBV ELI SA Ant i body Assay Ki t s Conveni ent ELI SA t echnol ogy i n 
easy to use kits for detection of antibodies to all major 

Epstein- Bar r Virus antigens. Six kits for corrpl et e EBV ser ol ogi es include 
VGA- 1 gG VGA- 1 gM EBNA- 1 gG (for i n vi t r o di agnost i c use) and 
EA- R + D- - 1 gG, EA- R- - 1 gG and EA- D- - 1 gG ( f or research use 
onl y. ) 

* Pur i f i ed IVbnocI onal Ant i bodi es to Vi r al Ant i gens 

Lyophi I i zed, chr orrat ogr aphi cal I y purified rronocl onal antibodies 
t o GW, EBV and HSV 

* HTLV- 1 A sensi t i ve, Enzyrre- 1 i nked I rrrrunosor bent Assay that screens 
donated blood for antibodies to HTLV-1, a retrovirus associated with 
adult T-cell I eukerri a and neurological disorders. 

HEMATOL OGY. .. pr eg nancy, strep A, chl arrydi a and herpes. Kits are under 
devel oprrent for gonorrhea and HI V- 1 antibody (AIDS). These disposable 
diagnostic kits are corrpl et el y self-contained and require no 
i nst r urrent at i on. Bui I t - i n. . . 

...Each kit consists of assay strips impregnated with mil t i pi e antigens. 
Each assay strip detects several antibodies si mil t aneousl y. The test 
may be performed on ser urn or heparinized whole blood, takes about twenty 
ninutes to per for matter setup, and requires rri ni rral tech tirre. The 
presence of the antibodies in question are indicated by blue- violet 
dots and results require no i nst r urrent at i on to interpret methods. The 
f ol I owi ng ki t s ar e avai I abl e: 

* I MVUNCDOT [ R] TORCH TEST. The test screens for antibodies to 
Toxopl asma gondi i , rubel I a vi rus, cytorregal ovi rus, and herpes si npl ex 
virus. The assay was designed to... 

...before or dur i ng pr egnancy. * I MvbNCDOT [ R] T. E. C. H. TEST. The test 
screens for ant i bodi es t o Toxopl asrra gondi i , Epstein- Bar r virus, 
cyt orregal ovi r us, and herpes si rrpl ex virus. The assay was designed... 

... or f or use in t he i rrrrunocorrpr orri sed pat i ent . * I MVUNCDOT [ R] RUBELLA 
TEST. The assay screens for antibodies to rubella in order to 
determine immune status. 

IVRC [ TlVj I MVUNCFL UCRESCENT TESTS Thi s product I i ne consi st s of both 
kits and corrponent s to detect antibodies by the conventional and 
reliable indirect i rrrrunof I uor escent rret hod. Reagents are available to 
det ect ANA as wel I as bot h I gG and I gM ant i bodi es to t he 
following organisms: * Toxopl asrra gondii * Herpes type 1 * Herpes type 2 * 
Cyt orregal ovi r us 

HBO AND. . . Hb, [ HbA sub. 2] and HbS. 
I IVMJNOLOGY * Radial I rrmunodi f f usi on ( Rl D) 
For Rl D quant i t at i on of proteins: I gG, 
I gA, I gM HbF, Transferrin, [ Al pha. sub. 1] 
Antitrypsin, [ C. sub. 3] , [ C. sub. 4] , ATI I I . . . t hat develops, 
manufactures, and markets PHOTON [ R] instrument syst errs and TANDEM [ R] 
diagnostic assays incorporating rronocl onal antibody technology. 
VI SUAL ENDPQ NT ASSAYS 
TANDEM I CON [ R] II HOG ( Ur i ne) TANDEM I CON [ R] II HOG ( Ser urr) 
Pregnancy Test 

TANDEM I CON I I HOG i s a rronocl onal ant i body- based 
pregnancy test. Its I muino- Concent r at i on [ TM, format provides for detection 
of 20 ml U/ rrl . . . 

. . . r esul t s. 

The I CON GSR CKM3 assay det ect s CK- M3 i n ser urn by usi ng t wo di f f er ent 
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ironocl onal antibodies that react with two distinct regions of 
the CK- IVB nrol ecul e. Cne rronocl onal ant i ody binds the B subuni t and 
the second rronocl onal antibody binds the M subuni t of CK- IVB. 
The four zone I CCN GSR cyl i nder incorporates Low... 

... CK- IVB r esul t qui ckl y and easi I y. 
NCM- I SCTOPI C ASSAYS 
Hybri tech' s TANDEM- E ASSAYS i ncorporate rronocl onal 
ant i bodi es in a t wo- si t e sol i d phase i rrrainoenzyrret r i c assay ( I EIVA) . 
They del i ver si ngl e poi nt cal i br at i on, I i near . . . 

. . . Pr ol act i n 

* TSH HS * Ferri t i n 

I SCTOPI C ASSAYS 

TANDEM- R ASSAYS corrbi ne the performance of radi ol abel I ed 
rronocl onal ant i bodi es in a t wo- si t e sol i d phase 

I rmunoRadi oMat r i c assay ( I RVA) . They deliver solid phase convenience, 
pr ocedur al . . . 

. . . PHCTCN Er a is an aut orrat ed anal yzer desi gned t o pr ocess Hybr i t ech' s 
TANDEM E line of rronocl onal ant i body- based i nminoassays. The 
instrument has been developed to elirrinate the t i me- consuni ng tasks 
associated wi t h. . . t i ssue culture products. 
I MVUNOBI OLOGI CALS 

The I muinoBi ol ogi cal s Di vi si on of I CN Bi omedi cal s, I nc. car r i es 
corral et e line of antibodies, ant i sera, blood proteins, enzymes and 
human I gG subcl ass ki t s. 

I MVUNG DI AGNCSTI C PRODUCTS, INC. P.O. Box 193 North Salt Lake, Utah 
84054. . . 

. . . C-pept i de Rl A - VI P Rl A** 

-Insulin Rl A - Sorrat ost at i n RIA** 
HI STOCHEM CALS/ TUM3R MARKERS* * 

- I gA -EM* - ANP 

- I gG - LCA - FM=F 
- 1 gG - Ker at i n - OCK 

- CEA - GFAP - SP- 1 

- PSA - GABA - TH 

- GHRF - CHAT 

-Kappa Light Chains -S-100 - Larrbda Light Chai ns- NSE - Fl uor escent 
conjugates (FITC/TRITC) I gG Fractions 

INSTRUMENTATION LABORATORY 113 Hartwell Avenue Lexington, WA 02173 
Crderi ng/Techni cal / Pr i ci ng Information: Telephone: 61 7. . . st ai ni ng. 
A uni que r eagent del i ver syst erry - - usi ng capi I I ar y gap act i on wi t hi n 
two slides -- conserves costly antibodies and DNA probes for reaction 
with i rrrrobi I i zed tissue samples. It consumes only 10% of the... 

. . . Conpl emant i ng our syst em i s Labsyst em 1 s wide range of diagnostic kits 
f or i nf ect i ous di seases. 

LABSYSTEM3 MONOCLONAL ANTI BODI ES Ant i bodi es t o 
I nt er rredi at e Fi I arrent s i ncl udi ng CYTOKERATI N, PKK1 , PKK2, PKK3, VI MENTI N, 
NEUROFI LAMENT, DESM N, and GFAP. Hi ghl y speci f i c. . . 1 561 41 2 ( MDXBI O) Fax # 
415-573-6734 

Order i ng/ Pr i ci ng/ Techni cal Services Call (415) 573-3315 

MJRI NE MONOCLONAL ANTI BODI ES ATCH 

ACTH Fl TC 

Al bum n FSH 

Al kal i ne Phosphat ase [ Bet a] - D- Gal act osi dase 

(Calf Intestine) ( E. col i ) 

Al kal i ne. . . 

Per ox i das e 

Al pha- 2- Macr ogl obul i n HTLV I I I 
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AFP I gA 

Apo A- I I gE 

Apo A- I I I gG 

Apo B I gM 

At r i al Nat r i ur et i c I nsul i n 

Pept i de PAP 
Cat f ei ne Peni ci I I i n 

CEA Progesterone 
Cort i sol Prol act i n 

CRP. . . 

. . . Fer r i t i n Test ost er one 

Fibronectin Transferrin 
Fol at e Vi t arri n B12 

DEFI Nl NG HUIVAN I MVUNOGLOBULI NS DEFI Nl NG HUN/AN LEUCOCYTES ANTI GENS 
POLYCLONAL ANTI BODI ES Goat Ant i - Apo A- 1 Goat Ant i - Apo- B Goat 
Ant i - Apo- E Goat Ant i - 1 gE Goat Ant i - 1 gE Goat Ant i - IVbuse I gG Goat 
Ant i - TSH Rabbi t Ant i - IVbuse I gG Rabbi t Ant i - St r ep A Many rror e- - pi ease 
i nqui r e 

PURI Fl ED ANTI GENS 

AFP Fer r i t i n 

Apo A- 1 . . . 

... per oxi dase- based enzyrre i rrrrunoassays CPD TABLETS- - f or per oxi dase- based 
enzyrre i rrrrunoassay tests ( Or t ho- phenyl ene di arri ne) ANTIBODY 
- - HORSERADI SH PEROXI DASE CONJUGATES: ( M)nocl onal or Pol yd onal ) 
SPECI AL CUSTOM IVADE ANTI BODY- ENZYME CONJUGATES: Al kal i ne Phosphat ase, 
[ Bet a] - gal act osi dase and other enzyrres 

REAGENTS FOR I MMJNGHI STOCHEM STRY 

ENZYME I MVUNCASSAY COVPCNENTS. . . 

. . . PREGNANCY VI SUAL COLOR TEST 

Early pregnancy visual color tests available in tubes/ well or dipstick 
(*) antibody coated (*) visual color change (*) Positive results as fast 
as 5 rri ns. ( * ) Low sensi t i vi t y in ser um or ur i ne 

LH VI SUAL CCLCR TEST FOR OVULATI ON ( *) ant i body- coat ed 
t ubes/wel I s/di pst i cks (*) fast est test on rrar ket - r esul t s in only 15 rri nut es 
( * ) Si nrpl e to per f or m ( * ) Econorri cal and Convenient 

STREP A El A TEST ( * ) ant i body coat ed t ubes ( * ) FASTEST - r esul t s 
i n 5 rri nut es! ! ( *) EASY - 4 si nrpl e st eps provi de di st i net col or 
change. . . 

. . . M CROTI TER V\ELL ASSAYS HCG LH, FSH, TSH, Pr ol act i n, Fer r i t i n, I gE, AFP, 
CEA, HGH 

CUSTOM SERVI CES MONOCLONAL ANTI BODY DEVELOPMENT: 
I rrrruni zat i on/ Hybr i di zat i on/ Q oni ng/ Ant i body pr oduct i on and 
char act er i zat i on ENZYME I MVUNCASSAY Kl T DEVELOPMENT: Sol i d phase 
i rrrrobi I i zat i on/ Ant i body- Enzyrre conj ugat i on/ Chr orrogen sol ut i on 

MERI DI AN DI AGNOSTI CS, INC. 3471 FS ver Hi I I s Ci nci nnat i , OH 45244 

Order i ng/ Pr i ci ng. . . 

...Products Including: * Crypt ococcal Antigen Detection * I muinodi f f usi on 
Ant i gens/ Ant i ser a * Corrpl errent Fi xat i on Ant i gens/ Ant i ser a 
Endo- Staph [ TM, : Tei choi c Acid Antibody Kits Ver i st ar 
[ TV] : M/coplasrra pneumoniae Antibody Detection Kit Culture 
Confirmation Products for * Bet a- Herrol yt i c Streptococci * G C. * 
Carrpyl obact er Rotavirus Antigen Detection... 

... enzyne- donor is conjugated t o t he drug. Wien the enzyme- donor reacts 
wi t h di goxi n- speci f i c ant i body suppl i ed i n t he ki t , it i nhi bi t s t he 
reasserrbly of these enzyne fragments. The ser um concent r at i on. . . 

. . . T4 M\b Assay, Cat al og No. 80- 1300 i s avai I abl e in a 200- 1 est 
configuration. The monoclonal antibody assay requires no 
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pr et r eat merit steps, generates a linear curve (only 2 point calibration 
r equi r ed) . 1 1 . . . Et hosuxi rri de 

Net i I rri ci n Phenobar bi t al 
Tobrarrycin Phenyt oi n 
Pr i rri done 
Val pr oi c Aci d 
Ant i - Ar r hyt hrri cs Ant i - Ast hrrat i cs 

N- acet yl pr ocai nam de 
Pr ocai nam de Ivbnocl onal 

Qui ni di ne Theophyl I i ne 

SEPA- TEK [ R] Quant i t at i ve M cr oaggl ut i nat i on Test s f or Thyr ogl obul i n 
and M cr osorral Antibodies in Ser urn Now f eat ur es New Gel at i n carrier 
particles and irrproved procedure. 

These ki t s pr ovi de mat er i al s f or t he quant i t at i ve det er rri nat i on of 
thyroid antibodies in serum Both tests aid in the det er rri nat i on and 
conf i r mat i on of t hyr oi d aut oi muine di sease, and. . . 

...techniques is required for performance of the tests. 

SERA- TEK [ R] MHA- TP [ RJ Treponemal Antibody Test Recognized by 
CDC as Standard Confirmatory Test 

SERA- TEK Treponemal Antibody Test is designed to be used as an 
ai d in t he det ect i on and conf i r mat i on of syphi lis ant i bodi es. 
SERA- TEK is based on the rri cr o- aggl ut i nat i on of sensitized sheep 
erythrocytes by ser urn cont ai ni ng antibodies of T. pallidum 

M cr obi ol ogy 

M CRCSTI X [ R] -3 Reagent St r i ps Box of 25 f oi I - wr apped st r i ps. . . 
AUTOLET [ R] Ki t ; I ncl udes: 1 pi ast i c wal I et , 1 AUTOLET [ R] , 10 Regul ar 
Puncture platforms, 10 M3NOLET [ R] lancets. 

No. 2791 - - AUTOLET [ R] Platforms; Box of 200 Regular Puncture 
pi at f or ms f or use. . . RUBELLA AND MJREX SUDS TOXO ASSAYS Two r api d, 
col or i rret r i c i rrrrunoassays f or t he qual i t at i ve det ect i on of ant i bodi es 
t o r ubel la vi r us or Toxopl asrra gondi i - - a means of det er rri ni ng the i rrrrune 
status with a. . . Pr ot ei ns, Ant i ser a/ Conj ugat es 

Sub classes and pi asrra proteins, 

secretory, hepatitis, coagulation, ganrrra 

gl obul in f r act i ons/ i rrrrunof i xat i on, 

lgG(7S), F(ab') 2, reference reagents, 

J chain, MUb, NCRDI MVUNE [ Tlv] , 

rri I k proteins, standards. * Ivbuse 

lgG(7S), conjugates, screening 

reagents, IVAb, rri I k proteins. * Rat 

lgG(7S), conjugates, IVAb, screening 

reagents. * Animal Protein Reagents 

Bovine, cat, chicken, dog, goat, guinea 

pig, harrpst er , horse, rronkey, rabbit, 

sheep, swi ne, RBC, I gG ( 7S) , 

conjugates, PAP corrpl exes for i rrrruno- enzyme 

techniques. * Purified protein antigens, stains, reference sera, 
human. . . 

...and Master's degree- level scientists. 

The current product line includes an irrpressive array of 
rronocl onal ant i - human leukocyte reagents, rronocl onal 
ant i - r et r ovi r us reagents, rronocl onal ant i - human cytokine reagents, 
avi di n- bi ot i n reagents, as well as second antibodies (goat) and 
ant i - human i rmunogl obul i n r eagent s ( goat ) . In addi t i on a speci al 
program for large scale product users, the O yrrpus I rrrrunocherri cal s. . . I I 
AISTTI M CROBI AL SUSCEPTI BI LI TY 

DI FFUSI CN DI SK TESTI NG 

SYSTEM AND DESI CCANT STREPTOCOCCAL GRCUPI NG TESTS 
CLI NI CAL VI ROLOGY PRODUCTS M^CNUCLECSI S TESTS RHEUIVATQ D FACTOR 
TESTS EPSTEI N BARR VI RUS TESTS TOXOPLASMA TESTS CYTOVEGALOVI RUS TESTS 
HERPES TESTS 
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BGA Human Ser a ( Rabbi t ) - Pol yspeci f i c, ant i - 1 gG and Ant i - C3 
For direct and indirect Antiglobulin Tests Enhancement Medi a- EM- V, EM- X, 
Bovi ne Al bum n, Enzyrres - - For ant i body scr eeni ng & i dent i f i cat i on 
procedures and Corrpat i bi I i t y Testing Fiare Ser a- Ant i ser a for phenotyping of 
r ed bl ood eel I s. . . 

...a], [Jk.sup.b], M N, S, s, [P. sub. 1] Reagent Fied Blood Cells- 
Ant i body Scr eeni ng eel I s ( pool ed, 2 or 3 Gel I ) Ant i body 
I dent i f i cat i on panel s (11 & 16 vi al panel s) Reverse Gfoupi ng Gel I s Coorrbs 
Control Cel I s Speci al ty Product s-RESt, WARM, H. P. C. , P Subst ance - - For 
advanced antibody identification work. [ Rh. sub. o] ( D) I rrrrune 
G obul i n- Avai I abl e in vi al s or syr i nges Gual i t y Cont r ol . . . 

...daily testing or Blood Bank reagents Al so- Pr of i ci ency Test Systems, 
Cel I washer, Continuing Education Programs, and Antibody 
I dent i f i cat i on Sof t war e. 

OXa D U. S. A. INC. 9017 Red Branch Road Col urrbi a, MD 21045 

Crder i ng. . . 

. . . CARDS [ R] MEM3RANE ENZYME I MMJNOASSAYS Rapi d di agnost i c t est s ut i I i zi ng 
vi sual ELI SA syst ems whi ch consi st of ant i bodi es i rrrrobi I i zed on 
membrane filters. Interpretation is through the use of positive ( +) and 
negat i ve ( - ) si gns. Bui I t . . . 

. . . rri ni rri ze handl i ng. * CARDS HCG- Ser urrf Ur i ne * CARDS HCG- Ur i ne * CARDS 
Strep A * CARDS LH * CARDS M)no * CARDS Cccul t Blood * CARDS Strep B 
* CARDS Chi arrydi a 

CCATED TUBE ENZYME I MVUNCASSAY Sensi t i ve and rapi d rronocl onal 
- based vi sual col or t est f or t he qual i t at i ve det ect i on of HCG i n whol e 
bl ood, ur i ne or . . . 

. . . AGGLUTI NATI CN ASSAY Di r ect aggl ut i nat i on met hodol ogy f or r api d, 
econorri cal pregnancy testing. * Drectaclone CG SI i de 

I MVUNORADI OVETRI C ASSAYS Monocl onal / pol yd onal ant i body 
coated tube quantitative assays providing rapid results and excellent low 
r ange sensi t i vi t i es. * HCG I PJVA * TSH. . . 

...of rapid, sensitive, high count rate r adi oi nminoassays for the 
polypeptide hormones. * [ Bet a] - HCG * LH * FSH 

M3NCCLCNAL AND POLYCLONAL ANTI BODI ES, HOFJVDNES/ ANTI GENS 
AND OTHER RAW MATERI ALS ARE AVAI LABLE CN REQUEST 

PACKARD I NSTRUMENT CQVPANY A Canber r a. . . Cust omer Ser vi ce Depar t ment 
9033 Red Branch Road 
Col urroi a, MD 21045 

VI ROD I nf ect i ous Di sease ELI SA Ki t s I gG or I gM Ant i body 
Detection Test tirre: 50 ninutes * Rubella * Toxoplasma gondii * 
Cytomegalovirus * Herpes si rrpl ex, Type 1 * Herpes si rrol ex, Type 2 * 
Epstein- Bar r Virus * Var i cel I a- Zost er Virus 

I gG Ant i body Detection * Measles (Rubeola) * Chi arrydi a 
trachomatis * Entamoeba histolytica * Mjrrps Supporting I nst r urrent at i on: 
VI RGO MR300: M cr opr ocessor controlled, single... 

...two position filter paddle plus data management cartridge. 

VI ROD Bl ood Vi r us Ki t s * HI V- 1 I FA ( Ant i body Det ect i on) - Test 
Tirre: 90 ninutes * HI V- 1 I FA ( Ant i body Detection) "For 
Research Use Cnl y" - Test Tirre: 90 rri nut es * HI V- 1 Antigen ELI SA "For 
Research Use 

Cnl y" - Test Tirre: 4 1/2 hours or overnight * HTLV- 1 ELI SA ( 
Ant i body Det ect i on) " For 

Research Use Only" - Test Tirre: 90 rri nut es * HBs AG ELI SA "Pending 
FDA Li censur e. . . 

...Virus * Measles (Rubeola) * Mjrrps 
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Ant i gen Test i ng ( I FA) Her pes I dent i f i cat i on and Typi ng Test HSV 1 & 2 
IVbnocI onal Antibodies Direct speci rrens or Culture confirmation 

DELFI A [ R] SYSTEMS Ti rre- r esol ved f I uor oi rrrrunoassay Di agnost i c Ki t s 96 
Det er rri nat i on. . . 

. . . hAFP 

Resear ch Appl i cat i ons Eu- Label I i ng Reagent Cel I Label I i ng ( EU Rel ease 
Test ) DNA det ect i on ant i - IVbuse I gG EU ant i - Rabbi t I gG- EU 
ant i - Human I gG- EU Suppor ting I nst r urrent at i on 

Arcus Fluororreter with two disk drives, 

data reduction software, mat r i x printer, 

shaker ... Chor i oni c Gonadotropin ( bet a- hCG) in urine and serum 
specimens It uses nonisotopic, non- i nst r urrent dependent rronocl onal 
antibody technology to keep the test si rrpl e, sensitive, accurate, 
cost-effective and fast. The QUI DEL Pregnancy... 

. . . Test i s suppl i ed i n a 25 t est ki t . 

The QUI DEL [ Tlv] Cvul at i on Test Kit Qui del rronocl onal technology 
has produced this dipstick enzyme i nminoassay that will qualitatively 
detect human luteinizing hor rrone (hLH. .. 

...correction. 35 [Mcro]l sarrpl e size, ultrasonic herrol yzer , automatic 
zero- point calibration and aut orrat i c rinsing. Ivbnochr omat or optical 
syst em has no moving parts. Interfaces with Radiometer ABL300, 4 and 330 
blood gas. . . r eagent packs- -all corrponents 

necessary for assay of APO A- 1 and APO B; 

Antibody Reagent, Apol i popr ot ei n Serum 

Controls I and II, Ser urn Cal i br at or s (6). * Applications available 

f or many aut omat ed 

anal yzers. . . RESA [ TM, and CEA- ROCHE [ R] El A 

CEA- Roche [ R] El A offers a dual - rronocl onal technology that 

per rri t s t he t ot I pr ocedur e t o be corrol et ed in one t ube. Assay t i me is I ess 



...bead transfer is involved. This t i rre- savi ngs is possible due t o t he 
quality of rronocl onal antibodies used in both the bead coating 
and the conj ugat e reagent. 

The sensitivity of 0.5 ng. .. 258- 9300 Telex 695205 answ SCANTI BODI SDG 
Cabl e Address: SCANT I BCDI 

* OPTI CALLY CLEAR HUM*\N 
SERUM * ANT I BODI ES 

Sci M3dx [ R] 400 Ford Road Denvi I I e, New Jersey 07834 
Or der i ng/ Pr i ci ng/ Techni cal Information: Toll Fr ee 1 . . . 

. . . Test i ng. I rrrrunosyst errs ar e avai I abl e f or t est i ng ( ANA) , [ HEp. sub. 2] 
(M\), (SM\), (TA) Thyroi d Ant i body, Parietal Cell Ant i body ( PCA 
) , Ski n Ant i body ( ASA) , ( nDNA) , FT A- ABS & ( DS) , Lyme. 
Research Investigational Use: 

* Ant i - 1 si et Cel I * Ant i - Ovary 

* Ant i - St r i at ed. . . 

...Legionella Poly II conjugate screens for 14 groups in 1 step. 2. 
Indirect fluorescent antibody reagents available. Polyvalent or 
rronoval ent posi t i ve pr i mat e cont r ol ser a wi t h t i t er ed endpoi nt s. 
Prepared screening and/ or typing slides available. 
New Fr om . . 

... gel s f or scr eeni ng & i dent i f i cat i on. Pol y I I Ext r act al I ows scr eeni ng 
for at least 7 different antibodies in 1 step. (Sm RNP, SS-A, SS- B, 
ScL-70, Jo1, PM1) 

El A Test Syst ems. . . 

... Ser um Assayed 
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SEROLOGY * ASO Quant um Uni que herrol yt i c met hod 
For the det er rri nat i on of Streptolysin O 
Antibodies. Easy pr ocedur e- - uses whole 
blood or serum No serial dilutions needed. 
Hands on t i rre- - 2 m'nutes... 

...dipstick rrethod. * I.M Screening, 2 m nut e slide test 
For the detection of heterophile antibodies 
associated with Infectious IVbnonucI eosi s in 
ser um * I.M Di f f er ent i al , 2 rri nut e si i de t est 
Di st i ngui shes speci f i c I . M het er ophi I e 
antibodies from other antibodies such as 

Forsrrann or ser um si ckness. * C- React i ve Protein, Rapid slide test 
Easy pr ocedur e- - r esul t s i n. . . t i ssue ant i gens wi t h speci f i ci t y. Ti rre 
savi ng rri cr owave appl i cat i ons speed up st ai ni ng. Corrpr ehensi ve sel ect i on of 
antibodies, human antigens, conjugates, controls, chrorrogens, 
blocking serum and stains round out the product line. 
I MVUNCASSAY Si rrpl i f i ed. . . St andar ds 

Q ycoherrogl obi n Controls Serology Products ASO ( Ant i st r ept ol ysi n- 0) 
CRP ( C- React i ve Pr ot ei n) I M ( I nf ect i ous Mononucl eosi s) PA ( Rheurrat oi d 
Factor) s- LE ( Syst erri c Lupus Er yt herrat osus) RPR Syphi I i s Hematology 
Pr oduct s Cyanrret herrogl obi n Powder & Li qui d Tr i . . . 
...1989 

Erri t [ R] Drugs of Abuse Assays Drugs of Abuse Assays in Urine: 
Arrphet arri nes Monoclonal Arrph/ Met haphet arri ne Barbiturates 
Benzodiazepines Cannabi noi ds Cocaine rret abol i t e Methadone Methaqualone 
Opiates Phencycl i di ne ( PCP) Propoxyphene Drugs of Abuse... 

...the Hitachi 705 offer a high degree of specificity, and sensitivity. 

Assay Availability: Arrphet arri nes Monoclonal Arrph/ Met harrphet arri ne 
Barbiturates Benzodiazepines Cannabi noi ds Cocaine metabolite Methadone 
Met haqual one Opiates Phencycl i di ne (PCP) Propoxyphene 

Syva [ R] Qst at ... I NFECTI OUS DI SEASE TESTS Syva M croTrak [ R] 
Syva McroTrak [ R] t est s ar e a I i ne of rronocl onal antibody- 
based diagnostic tests for rapid identification of sexually 
t r ansrri ssi bl e diseases. Test advantages include high sensitivity and... 

...conventional culture rret hods. Specificity and sensitivity are equal to 
those of conventional culture. These rronocl onal - ant i body- based 
reagents can also be used to conf i r m convent i onal cell culture results. 

Syva M cr oTr ak [ R] El A. . . Ant i t r ypsi n, Al pha- 2- Macr ogl obul i n, 
Apol i popr ot ei n A. Apol i popr ot ei n B, C3, C4, Cer ul opl asm n, CRP, 
Haptoglobin, I gA, I gG, I gM Properdin Factor B, and Transferrin, 
Rheumatoid Factor is under devel oprrent . 

An optional Data Manager provides... 

. . . i ncl ude V\BC, RBC, HGB, HCT, M3V, M3H, M3HC, RDW HDVY PLT, M^V; 
Neutrophils, Lyrrphocyt es, Monocytes, Eosinophils, Basophils, and LUC 
(Large Unstained Cells) in % and absolute nurrbers. Flags and graphic 
patterns are. ..Acid. Also available are [T. sub. 4], TBG, Theophylline, 
Tobramycin, Gent arri cin, Phenobar bi t ol , Phenytoin, I gA, I gG I gM C3, 
C4, Transferrin, and CRP. 

TECHNI CON SMKC [ R] SYSTEM Ti rre- pr oven Cont i nuous- f I ow - - bet t er t han. . . 

and 

Cal i brat ors 
SEROLOGY * LEAP [ R] (LI PCSOVE ENHANCED 
AGGLUTI NATI ON PROCEDURES) * TEST Kl TS FOR RF, LE, M3NO, CRP * 
STREPTCLYSI N 0 TI TRATI CNS 

LEAP [ R] LI PCSOVE ENHANCED 
AGGLUTI NATI ON PROCEDURE TEST Kl TS 
LEAP [ R] RFfor Rheurrat oi d Factor, 100 
det er ni nat i ons 

LEAP [ R] STREP for MjI t i pi e St r ept ococcal 
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Ant i bodi es, 50 det er nri nat i ons 
I MVUNOLOGY * I MVUNO- PLATE [ R] IV TEST Kl TS * REFERENCE SERA * CONTROL 
SERA * I MVUNODI FFUSI ON PLATES * I EP. . . 

. . . AND ACCESSOR! ES ( i ncl udes 3 vi al s of mil t i - conrponent r ef er ence ser a) 54 

Det er nri nat i ons/ Ki t Human I gG Low Level I gQ Human I gM Low 

Level I gM Human I gA, Low Level I gA, Corrpl ement [ C. sub. 3] , Corrpl errant [ C. . . 

. . . TEST Kl TS ( i ncl udes 3 vi al s of rail t i - conrponent r ef er ence ser a) 24 
Det er rri nat i ons/ Ki t CSF I gG/ Al bum n 

1 2- V\ELL PLATE Kl TS ( i ncl udes 3 vi al s of rail t i - component r ef er ence 
sera) 72 Det er nri nat i ons/ Ki t Human I gG, Human I gM Human I gA, 
Corrpl errent [ C. sub. 3] 

J UM30 Kl TS ( Cont ai ns onl y pi at es) 1 20 Det er rri nat i ons/ Ki t Human I gG 
Human I gM Human I gA, Corrpl errent [ C. sub. 3] 

PRCFI LE Kl TS ( cont ai ns 9 x 6 wel I pi at es) 54 Det er nri nat i ons/ Ki t Human 
igG I gM I gA 

3 M HEALTH INFORMATION SYSTEM 575 V\fest Mjrray Blvd. Mjr r ay, Utah 
84157-9900 

Or der i ng/ Pr i ci ng. . . Pr i ci ng/ Techni cal Information: Wite or Call (616) 
429-0066 

VZV- FAIvA ASSAY KITS Fluorescent antibody to rrerrbrane antigen 
FAIvA) assay for t he det ect i on of I gG t o var i eel I a- zost er virus 
VZV). Screening and Ti t er i ng Kits available. 
VI TEK SYSTEM 595 Angl urn Dr i ve Hazel wood. . . 
. . . and ser ol ogi cal t est i ng of i nf ect i ous di sease agent s. VI DAS wi I I det ect 
bacteria, viruses, toxins, and antibodies directly from patient 
speci rrens. 

Test r esul t s ar e avai I abl e in a f ew hour s because t he VI DAS corrbi nes 
its patented crirrped tube. The crirrped tube el i nri nat es the handling of 
antibody coated beads and the need for special washing equipment. 
Assay avai I abi I i t y: 

Thyr oi d Fer t i I i t y Cancer 

TSH hCG. . . 

...or (800) 638-8174 (Cut of State) 

ELI SA Ki t s and I nst r urrent at i on * I nf ect i ous Di sease Assays ( I gG 
and I gM 

ToRCH, EBV, Chi arrydi a, M3asl es, VZ * Lynre Di sease, dsDNA Assays 
Fl AX [ R] Fluorescence I rrrrunoassay Syst errs * Infectious Disease Assays 
( I gG and I gM 

ToRCH, EBV, Mjnps, IVeasI es * CI i ni cal I rmmnol ogy Assays 

ANA, Ly rre, RF * Serum Protein Cuant i t at i on 

GAME, Haptoglobin, Transferrin 
Ivbnocl onal Antibodies * Fl TC- Conj ugat ed Antibodies 
to I nf ect i ous 

Diseases * Provided at Use Dilution for Culture 

Conf i r mat i on 
Vi r al Reagent s 
Ivel oy Kits and Reagents... 

Se * V Nf=W RESEARCH Kl TS 
1251 I abel I ed ki ts for 
Sex Hormone Bi ndi ng G obul i n 
Ant i - i nsul in ant i bodi es 
Cor t i cost er oi d Bi ndi ng G obul i n 
Reverse T3. b2- rri crogl obul i n 
YELLOW SPRI NGS I NSTRUIvENT CO. , I NO Box 279 Yel I ow Spr i ngs. . . 
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Advances in I rrrrunol ogy: The I rmmne System (First of Two Parts) (Review 
Art i cl e) 

Delves, Peter J.; Roi 1 1 , Ivan M 

The New Engl and Journal of IVedi ci ne 

Jul 6, 2000; 343 ( 1) , pp 37-49 

LI NE COUNT: 00712 WDRD CCUNT: 09832 

TEXT 

...irrprove on repeated exposure to a given infection. The innate responses 
use phagocytic cells (neutrophils, monocytes, and macrophages), cells 
that release inflarrrratory mediators (basophils, mast cells, and 
eosinophils), and natural killer... 

. . . wi t h t hem in t he r esponse to t he ant i gen. B eel I s seer et e 

i rrrrunogl obul i ns, t he ant i gen- speci fie ant i bodi es r esponsi bl e f or 

el i nri nat i ng ext r acel I ul ar nri cr oor gani sms. T eel I s hel p B eel I s to make 

antibody and can also eradicate intracellular pathogens by activating 

rracr ophages and by ki I I i ng vi r al I y i nf ect ed eel I s. . . 

...from small cheni cal structures to highly corrpl ex molecules. Both the 
T-cell receptor and the antibody that is embedded i n t he B-cell 
membrane, the B-cell receptor, have binding si t es. .. Ivacr ophages (derived 
f r om bl ood- bor ne monocytes) possess receptors for carbohydrates that 
are not normally exposed on the cells of vertebrates, ( Ref . . . 

. . . di scr i nri nat e bet ween ' ' f or ei gn' ' and sel f ' ' mo I ecul es. In addi t i on, 
both macrophages and neutrophils have receptors for antibodies and 
corrpl errant , so that the coating of rri cr oor gani sms with antibodies, 
corrpl errant , or both enhances phagocytosis. (Ref. 6) The engulfed 
nri cr oor gani sms are subjected to a wide... 

...patterns include yeast - eel I - wal I nrannans, I i popol ysacchar i des on the 
surface of gramnegative bacteria, and teichoic acids, which are 
present on gram positive bacteria. (Ref. 9) |* Figure 1.- Function of 
I nt er di gi t at i ng. . . af f i ni t y r ecept or s f or I gE ( Fc( epsi I on) R) (Ref. 14) and 
t her eby becorre coat ed wi t h I gE ant i bodi es. These eel I s ar e i rrpor t ant 
in atopic allergies such as eczema, hay fever, and asthma, in... 

...in one of two ways. Like many other cells, they possess Fc receptors 
that bind I gG ( Fc( garrma) R) . These receptors link natural killer cells 
to I gG- coated target cells, which they kill by a process called 
ant i body- dependent cellular cytotoxicity. The second syst em of 
recognition that is characteristic of natural killer cells... 

...receptors, they play an irrportant part i n t he clearance of i rrrrune 
corrpl exes consisting of antigen, antibody, and corrponent s of the 
corrpl errant syst em 

Soluble Factors in Innate Defense 

Innate responses frequently involve... 

...triggered by one of three pathways. (Ref. 18) The classic pathway is 

activated by ant i gen- ant i body corrpl exes, the alternative pathway by 

nri cr obi al - eel I wal I s, and t he I ect i n pat hway by t he i nt er act i on. . . 

i nterf eron-(al pha) has proved valuable i n t he treatment of rrel anoma. (Ref. 

24) Infliximab, a chirreric rronocl onal antibody against tumor 

necrosis factor (alpha), has had strikingly beneficial effects in patients 

with rheumatoid arthritis... 
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. . . become ant i gen- dependent . 

The Structure of Ant i gen- Speci f i c Ivbl ecul es 
The B- Gel I Receptor and Soluble Antibodies 

Antibodies consist of two identical heavy chains ...and light 
chains f or m t he constant regions, whi ch define the class and subclass of 
t he ant i body and gover n whet her t he I i ght chai n i s of t he ( kappa) or 
( I arrbda) type. The arri no acid sequence of the constant region of the heavy 
chains specifies five classes of i rmrunogl obul i ns ( I gG I gA, I glvl I gD, 
and I gE) , four subclasses of I gG, and two subclasses of I gA. These 
classes and subclasses have different functions. Each type of 
antibody can be produced as a circulating molecule or as a stationary 
rrol ecul e. The I at t er t ype. . . 

...contact with the antigen. Cne of the two ant i gen- bi ndi ng arms (Fab) of 
the bivalent antibody molecule is indicated. The circulating version 
of the antibody contains the sarre four chains but lacks the 
t r ansrrerrbr ane sequence that anchors the B-cell... 

...are glycoproteins and contain 3 to 13 percent carbohydrate, depending on 
the class of the antibody. The carbohydrate is essential in 
maintaining the structure of the antibody. The basic antibody 

monomer i c uni t ' ' ( whi ch i s bi ocherri cal I y a t et r amer ) i s bi val ent , 
with two ant i gen- bi ndi ng arms of identical specificity. Each of these arms 
can be cl eaved pr ot eol yt i cal I y in t he I abor at or y to yi el d i ndi vi dual 
monovalent ant i gen- bi ndi ng fragrrents (Fab) (Fig. 4). ( Ref . 30) 
Another part of the i mrunogl obul i n molecule, the Fc region, contains 
most of the constant region of the heavy chains. The... 

... The T- Gel I Recept or 

Unlike antibodies, T-cell receptors are produced only as 
t r ansrrerrbr ane molecules. They consist of ( al pha) / ( bet a) or... 

. . . garma) , and ( del t a) chai n cont ai ns a var i abl e dorrei n and a const ant 
dorrai n. As i n t he ant i body mo I ecul e, t he var i abl e domai ns cont ai n 
three corrpl errent ar i t y- det er rri ni ng regions (Fig. 4), whi ch i n the case... 

. . . garma) / ( del t a) T eel I s. a her ( garrrre) / ( del t a) T eel I s do r ecogni ze 
antigen directly, just as antibody molecules do. (Ref. 32) 
The Diversity of Antigen Receptors 

It has been est i mat ed that lymphocytes are capable of producing about 
1 0( sup 15) di f f er ent ant i body var i abl e r egi ons ( B eel I s) and a 
si rri I ar nurrber of T- eel I - r ecept or var i abl e r egi ons. Remar kabl y . . . TCRA and 
TCRG I oci do not contain Dsegrrents. And, as in the case of 
i muinogl obul i n genes, each locus contains rail t i pi e V, D, and J genes; 
on TCRA, for exarrpl e, there... 

. . . j oi ns one gene segrrent of each t ype ( e. g. , VDJC i n t he case of t he 
i muinogl obul i n heavy chain) to forma linear coding unit for each 
chain of the receptor. Each... 

. . . devel oprrent al stages of the lyrrphocyte. The events involved in 
generating a coding sequence for the i muinogl obul i n heavy chain are 
shown. Ear I y in B- eel I devel oprrent , pr 0- B eel Is mat ur e i nt 0 pr e. . . 

...genes that do not undergo rearrangement. As the pre-Bcell continues to 
mature, the i rmxinogl obul i n light -chain genes undergo r ear r angerrent ; 
t he r esul t i ng I i ght chai n r epl aces t he sur r ogat e I i ght chai n, and. . . 

...on the cell surface. The B-cell receptors at this stage also usually 
i ncl ude I gD ant i bodi es wi t h t he sarre speci f i ci t y as t he I gM rrol ecul e, 
produced by alternative splicing of the rearranged... 

... B eel I f ur t her di f f er ent i at es i nt 0 a pi as ma eel I , whi ch seer et es hi gh 
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I evel s of t he speci f i c ant i body (or i nt o a memory B eel I ) . The same 
general principles regarding the rearrangement process appl y. . . i s replaced 
by another V gene segment . The constant region specifies the class of the 
antibody (e.g., I gM or I gG) , and during the i rmune response, 
t he VDJ unit i n B eel I s can j oi n wi t h di f f er ent const ant - r egi on genes t o 
alter the class of antibody in a process called class switching. 
(Ref. 38) 

Q onal Sel ect i on 

Ther e ar e no mor e t han. . . 

. . . each B eel I i s pr ogr arrmed t o expr ess onl y one of t he vast nurrber of 
potential antibodies, all the ant i gen- r ecept or molecules on a given 
lymphocyte have the same specificity. Such clones... 

...bind to a unique el one. | * Fi gur e 6. - Recogni t i on of Epitopes by B 
Cel I s. Usi ng t he ant i body mol ecul e as its r ecept or , t he B eel I 
recognizes epitopes on the surface of the antigen... 

...is st i rrul at ed by this cont act , t he B eel I pr ol i f er at es, and t he 
resulting clones can secrete antibody whose specificity i s t he sarre 
as that of the eel I -surface receptor that bound the... 

...within the ger rri nal centers of secondary I yrrphoi d tissues. The changes 

in am no acids i n t he antibody that result from this process 

fine-tune the recognition of antigen by B-cell receptors and deter rri ne the 

strength of binding (affinity) of the antibody. The stronger the 

bi ndi ng to ant i gen, t he gr eat er t he chance t he B eel I has of sur vi vi ng and 

mil t i pi yi ng -- a classic Darwinian mechani sm of selecting cells that 

produce hi gh- af f i ni t y antibodies. The result of clonal selection is a 

popul at i on of B eel I s wi t h hi gh af f i ni t y and. . . 

. . . i muine r esponse, gener at es bot h ef f ect or T and B eel I s ( cyt ot oxi c and 
hel per T eel I s and ant i body- seer et i ng pi asma eel I s) and memor y T and 
B eel I s. The rrerrDr y eel I s enabl e a quant i t at i vel y. . . 

. . . I arger nurrber of I yrrphocytes and, i n t he case of B eel I s, i nduces 
greater levels of antibody that has a greater affinity for the 
antigen than the antibody of the primary response... 

...adhesion and signaling eel I -surface molecule. They are the source of the 
so-called natural antibodies, which are I gM ant i bodi es and are 
frequently polyreactive (i.e., they recognize several different antigens, 
often including corrrrDn pathogens and aut oant i gens) . In most cases, natural 
ant i bodi es have a r el at i vel y I ow af f i ni t y. ( Ref . 40, 41 . . . 

...to as B2 cells. Before they encounter antigen, mature B2 cells coexpress 

I gM and I gD ant i bodi es on t hei r eel I surf ace, but by t he t i me t hey 

become memory cells, they have usually switched t o t he use of I gG, 

I gA, or I gE as their antigen receptors. Corrpl exes of antibodies with 

a newly encountered antigen and corrpl errent are localized in the follicular 

dendr i t i c eel I s ( a. . . 

... B- eel I r esponses occur . W t hi n t hese ger rri nal cent er s, B2 eel I s t hat 
encounter the antigen undergo i rrrrunogl obul i n class switching and 
begin to produce I gG, I gA, or I gE, and somatic hyper rrut at i on of their 
ant i gen- r ecept or genes occurs. Memory cells and... 

...also generated i n t he ger rri nal centers. The final stages of 
di f f er ent i at i on of B2 eel I s i nt o ant i body- seer et i ng pi asma eel I s 
occur within the secondary I yrrphoi d tissues but outside the ger rri nal 
cent er s. Al t hough. . . 

...they are subjected to a series of selection procedures (Fig. 7). (Ref. 
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45) Unlike the antibody mo I ecul e, which acts as the antigen receptor 
on B eel I s and r ecogni zes ant i gen in its... 

...in i rrrrune responses, were originally characterized on the basis of their 

reactivity to panels of rronocl onal antibodies. The 

antibodies produced by various laboratories were said to forma 

cluster when they could be gr ouped. . . and other infectious organisms. In 

addition, they have an irrportant i rmrunor egul at or y role because they 

i nf I uence ant i body product i on and i muinogl obul i n cl ass 

switching by B eel I s and modify T- eel I responses. ( Ref . 32) Precisely how 
t hey. . . 

...cell population. This is sufficient to maintain tolerance because it 
denies the help essential for antibody production by sel f - r eact i ve B 
eel I s. 
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Page 67 



106011 71 rronocl onal . t xt 
to Capsular Polysaccharide Vaccine (IVedical Intelligence) 



TEXT 

...IN heal t hy per sons I gG ant i bodi es t o pol ysacchar i des ar e 
pr edorri nant I y of the lgG(sub 2) subclass ( Ref . 1-3). Selective 
deficiency of this subclass is associated with inability to produce 
antibodies to bacterial capsular polysaccharides, which confer 
protective irrrrunity to encapsulated bacteria. However, the basis of the 
relation between antibody responses to capsular polysaccharide and 
the lgG(sub 2) subclass has not been defined. Sorre insight into that 
rrechani sm i s offered by the present study of t wo chi I dr en wi t h selective 
lgG(sub 2) deficiency and a documented lack of antibody 
response to i rrrruni zat i on with the capsular polysaccharide vaccine of 
Hemophilus influenzae b. Both patients were... 

. . . coval ent I y I i nked t o di pht her i a t oxoi d. I n one pat i ent , pr i mar y 

i muini zat i on wi t h t he conj ugat e vacci ne i nduced ant i body t o t he 

capsular polysaccharide and r ei rrrruni zat i ons induced anarmest i c responses to 

a moderately high titer (8.4 nicrogramper rri I I i I i t er ) . The induced 

antibody was pr edorri nant I y of the lgG(sub 1) subclass, wi t h a 

contribution from the lgG(sub 2) subclass; it was restricted in 

diversity and had bactericidal activity in vitro. However, the conjugate 

vaccine failed to prime for antibody responsiveness to subsequent 

i muini zat i on wi t h t he capsul ar pol ysacchar i de vacci ne i n t hi s pat i ent , in 

contrast to healthy young infants, in whom t he vaccine both induces 

antibody and primes for ' ' mat ur e- f or - age' 1 responses t o t he capsular 

polysaccharide vaccine. I n t he other patient, primary i rrrruni zat i on with 

conjugate vaccine induced capsular polysaccharide antibody to a titer 

of 2.1 nicrogramper rri I I i I i t er . The antibody was also predominantly 

of the lgG(sub 1) subclass, included a contribution from the 

lgG(sub 2) subclass, and had bactericidal activity in vitro. 

Rei rrrruni zat i on was considered inadvisable. These findings suggest that a 

defect of i rrrrunor egul at i on was the basis for the antibody 

unresponsiveness in these patients with lgQ(sub 2) -subclass 

def i ci ency. . . 

. . . Ser urn I gG ant i body t o di pht her i a t oxoi d was rreasur ed by an 
enzyme- 1 i nked i rrrrunosor bent assay, and an antibody titer was assigned 
by corrparison with the antibody of a human I gG 

i rrrrunogl obul i n preparation that was standardized with reference to 
t he Food and Dr ug Adrri ni st r at i on di pht her i a hor se ant i t oxi n ser urn (Lot 
A- 43), as previously described (Ref. 5). Total ser urn ant i body t o t he 
H. influenzae b capsular pol ysacchar i de was estimated in a Far r- type 
r adi oant i gen bi ndi ng. . . 

. . . and cal i br at ed wi t h a st andar d ant i ser urn f r om t he a f i ce of Bi ol ogi cs 

(FDA). The distribution of antibody i sot ypes was det er ni ned by an 

enzyme- 1 i nked i rrrrunosor bent assay that used wells coated with derived 

polysaccharide (Ref. 8) and alkaline phosphat ase- 1 abel ed af f i ni t y- pur i f i ed 

antibody to human i rrrrunogl obul i n classes (Tago, Burlingarre, 

Calif.) as t he secondary reagents. To deter rri ne the I gG subcl ass of 

type b capsular polysaccharide antibody, the secondary reagents used 

were rronocl onal antibodies to human I gG subcl asses: for 

lgG(sub 1), BAM15 (Seward Laboratory, Bedford, England); for 

lgG(sub2), HP6014; for IgG^subS), HP6047; and f or I gG 

(sub 4), HP6022 (Centers for Disease Control, Atlanta). Type- speci f i c 

rronocl onal antibodies were used to deter rri ne antibody 

light chains ( HP6053 and HP6054, Centers for Disease Control). Mjrine 

rronocl onal antibodies were detected by sequential incubation of 

t he wel I s wi t h a bi ot i nyl at ed goat ant i mouse I gG ant i body, 

which lacked reactivity with human i rrrrunogl obul i ns ( Hybr i dorra Sciences, 

At I ant a) , by i ncubat ion wi t h an avi di n- bi ot i n. . . 
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...The specificity of the I gG- subcl ass- speci f i c monocl onal 
antibodies has been described ( Ref . 9) and was reconfirrred by assay 
with rryel orra proteins and human hybr i dorra antibodies of the I gG 
(sub 1) and lgG(sub 2) subclasses ...toxoid, or tetanus toxoid (Ref. 
10,11). A difference in titer or affinity of the rronocl onal subclass 
ant i body or i n t he accessi bi I i t y of t he subcl ass- speci f i c epi t opes t o 
binding by rronocl onal antibody after the antibody 

-corrbining site was occupied by antigen was assayed as described, (Ref. 12) 

and accounted for less than a twofold difference in the sensitivity in 

detecting human lgG(sub 1) and lgG(sub 2) subclasses. The 

murine rronocl onal antibody to human lgG(sub 2) was 

capable of detecting a human hybr i donna ant i capsul ar antibody at a 

I evel of 1 ng per rri I I i I i t er . . . 

...Isoelectric focusing analysis of antibody was perforrred as 

described elsewhere (Ref. 13). The in vitro bactericidal activity against 

H. i nf I uenzae. . . 

. . . Case Repor t s 
Pat i ent 1 

An ei ght - year - ol d boy had IgGfsub 2) -subcl ass deficiency and had 
had recurrent episodes of otitis rredi a, pneumonia, and formation... 

...was no f am I y history of si rri I ar syrrptonrs. Wien the patient was seven 
years old, the I gG I evel was 1154 rrg per deciliter; I gA, 38 mg per 
deci I i t er ; I gM 34 rrg per deci I i t er ; I gE, 33 I U per rri I I i I i t er ; I gG 
(sub 1), 918 rrg per deciliter; lgG(sub 2), 20 rrg per deciliter 
(markedly decreased); lgG(sub 3), 57 mg per deciliter; and I gG 
(sub 4), 63 mg per deciliter (measured by P. Schur, Boston). The 
i sohemaggl ut i ni n t i t er of ant i body t o bl ood gr oup A was 1 : 4, and t hat 
to blood group B, 1:2 (both I ow and delayed in appearance for age); the 
ant i body r esponse t o t et anus t oxoi d i nmruni zat i on was nor mal ; 
antibody titers were undetectable before i rmuni zat i on with 
pneumococcal capsular polysaccharide types 1, 4, 6A, 7, 8, 9, 12, and 23, 
and no antibody response was detected after i nmruni zat i on; 
antibody titers were detectable but low before i mruni zat i on with 
pneumococcal capsular polysaccharide types 3, 14, 18, and 19, and no 
antibody response was detected after i nmruni zat i ons (performed by G 
Schiffman, Brooklyn). The patient had had absolute... 

. . . age of t wo year s. 
Pat i ent 2 

A 1 6- year - ol d girl had corrbi ned def i ci ency of I gG( sub 2) , 
lgG(sub4), and I gA and had had recurrent otitis rredi a, 
conjunctivitis, and upper respiratory tract... 

...was no f arri I y history of si rri I ar symptoms. Wien the patient was 13 years 

ol d, t he I gG I evel was 388 rrg per deci I i t er ; I gA, 7 rrg per deci I i t er ; 

I gM 38 mg per deci I i t er ; I gE, 10 I U per rri I I i I i t er ; I gG( sub 1) , 270 

mg per deciliter; lgG(sub 2), 0; lgG(sub 3), 66 rrg per 

deciliter; and lgG(sub 4) , 6 rrg per deciliter. The i sohemaggl ut i ni n 

t i t er of ant i body t o bl ood gr oup B was 1 : 2; ant i body r esponse 

t o t et anus t oxoi d i mruni zat i on was nor mal ; ant i body t i t er s wer e 

undetectable before i rrrruni zat i on with pneumococcal capsular polysaccharide 

types 3, 4, 6A, 7, 8, 9, 12, and 23, and no antibody response was 

detected after immunization; antibody titers were low before 

immunization with types 1, 14, 18, and 19, and no response was detected 

except a low, nonpr ot ect i ve response to type 18. Antibodies t o I gA 

were detected by passive hemagglutination... 

...the patient was 22 months old and again five years later failed to 
induce an antibody response above the pr ei nmruni zat i on titers of 0.02 
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and 0. 04 nri cr ogr am per rri I I i I i t er , r espect i vel y. . . 

...repeated one and two months later (Table 1). The first of these 
i rrrruni zat i ons increased the antibody titer eightfold, and each of two 
subsequent booster i rmuni zat i ons also increased t he t i t er . After the three 
i rmuni zat i ons t he f i nal ant i body t i t er ( 8. 4 rri cr ogr am per nri I I i I i t er ) 
was approximately 160 t i rres that before i rmuni zat i on (Table 1). 
Antibody to diphtheria toxoid -- the protein corrponent of the vaccine 
-- increased to a normal level after... 

. . . vacci ne in an at t errpt to i ncr ease t he rragni t ude and pr ol ong t he dur at i on 
of the elevated antibody titer. However, the titer continued to 
decrease, from 2. 5 to 1.8 rri cr ogr am per . . . 

...and 0.23 rri cr ogr am per m I I i I i t er at 12 months after the third 
i rmuni zat i on. *Tabl e 1. Antibody Response to Conjugate 

( O i gosacchar i de- Pr ot ei n) Vaccine and Polysaccharide Vaccine in Patient 1. 

** TABLE CM TTEDThe isotype of the polysaccharide antibody induced 

i ni t i al I y by t he conj ugat e vacci ne was pr edorri nant I y I gG ( Tabl e 2) . 

The si xf ol d i ncr ease in ant i body t i t er af t er t he third 

conj ugat e- vacci ne i rmuni zat ion resulted f r om cont r i but i ons of 

antibody of the I gM as well as the I gG isotype. The decrease in 

titer three months after the third i rmuni zat i on was accorrpani ed by a 

decrease of 74 percent i n t he detected I gM ant i body titer and 42 

per cent i n I gG The I gG subcl ass of t he post i rmuni zat i on 

antibody was almost exclusively IgGsub 1) (Table 3). However, 

approximately 4 percent of the I gG ant i body detected after the 

third i rmuni zat i on represented IgGsub 2). No change occurred in the 

antibody isotype or distribution of I gG subcl asses after 

subsequent r ei rmuni zat i on with the isolated capsular polysaccharide 

vaccine. *Tabl e 2. Isotype of Antibody to the b Capsular 

Polysaccharide Induced by the Conjugate Vaccine in Both Patients *. ** TABLE 

CM TTED* * * Table 3. I gG Subcl ass of Antibody to the b Capsular 

Polysaccharide Induced by the Conjugate Vaccine in Both Patients *. ** TABLE 

CM TTED. . . 

. . . The ant i body i nduced by conj ugat e vacci ne was al most excl usi vel y 

of the kappa light -chain type. No antibody was detected i n t he 

pr ei rmuni zat i on ser urn by i soel ect r i c f ocusi ng anal ysi s ( Fi g. 1) . A si ngl e 

cl onot ype. . . 

...third i rmuni zat i ons, whi ch al so i nduced new cl onot ypes. In vitro 
bactericidal assay of the capsular polysaccharide antibody revealed 
that the serum titer was less than 2 before the second i nmini zat i on, 2 
af t er . . . 

...2 at 10 rront hs after the third i rmuni zat i on. 'Figure 1. Isoelectric 
Focusing Patterns of Ser urn Ant i body to the H. influenzae b Capsular 
Pol ysacchar i de af t er I rmuni zat i on wi t h a i gosacchar i de- Pr ot ei n Conj ugat e 
Vacci ne. Lane. . . 

. . . Ci per rri cr ogr am) , cross- 1 inked with 0.1 percent gl ut ar al dehyde, 
desalted, and dried ( Ref . 13). Antibody was detected by exposing the 
gels to Kodak X- Cmat AR f i I m * . * * FI GURE CM TTED. . . 

...Patient 2 had no antibody response to i rmuni zat i on with capsular 
polysaccharide vaccine at 13 or 15 years of age. I rmuni zat i on wi t h a 
conjugate vaccine increased the antibody titer 17- fold, to 2.1 
rri cr ogr am per rri I I i I i t er (Table 4). Local erythema, induration, and 
tenderness at the site of injection precluded secondary i rmuni zat i on. The 
induced antibody was most I y I gG, kappa light -chain type, with 
pr edorri nance of the IgGsub 1) subclass (Tables 2 and 3), and was 
shown to be restricted by isoelectric focusing analysis. In addition, a 
di st i net , I ow I gG sub 2) ant i body r esponse was det ect ed af t er 
conj ugat e- vacci ne i muini zat i on. The vacci ne i ncr eased bact er i ci dal act i vi t y 
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i n ser um i n. . . 

. . . pr ei rrrruni zat i on tit er of I ess t nan 2 t o a t i t er of 2. *Tabl e 2. I sot ype 
of Antibody to the b Capsular Polysaccharide Induced by the Conjugate 
Vaccine in Both Patients *. ** TABLE CM TTED* * 'Table 3. I gG Subcl ass 
of Antibody to the b Capsular Polysaccharide Induced by the Conjugate 
Vaccine in Both Patients *. ** TABLE CM TTED** *Tabl e 4. Antibody 
Response to Polysaccharide Vaccine and Conjugate Vaccine in Patient 2. 
** TABLE CM TTED. . . 

. . . Di scussi on 

Both patients had deficiency of the lgG(sub 2) subclass, poor 
antibody responses t o t he capsular polysaccharide of H. influenzae b 
and Streptococcus pneumoniae and to bl ood- gr oup- subst ance polysaccharides, 
but normal antibody responses to the protein tetanus toxoid -- an 
associ at i on observed i n ot her pat i ent s wi t h t he def i ci ency. . . 

. . . I rrmunogeni ci t y of such conjugates may not be assumed to be present in 
all patients with lgG(sub 2) -subcl ass deficiency, however, because of 
the heterogeneity of this disorder ( Ref . 15-21... 

...The basis of the association between poor capsul ar - pol ysacchar i de 

antibody responses and deficiency of the lgQ(sub 2) subclass 

has not been elucidated. lgG(sub 2) deficiency could result from a 

defect of the lgG(sub 2) heavy- chain const ant - r egi on gene or the 

adjacent switch sequence, as in sorre patients with lgG(sub 2) 

deficiency who have a broad gene deletion on chromosome 14 (Ref. 21). Q her 

defects that could cause lgG(sub 2) -subcl ass deficiency include 

f ai I ur e of a T- eel I subset t o pr ovi de - - or of . . . 

... B eel I t o el i ci t or r espond to-- eel I ul ar i nt er act i ons i nvol ved i n 
switching or selecting an lgG(sub 2)-isotype response. I n rri ce, T 
cells can direct i sot ype switching (Ref. 22) as well as influence 
antibody responses to polysaccharides (Ref. 23). In healthy humans 
the antibody response to a nurrter of bacterial polysaccharides -- 
I evan, dextran, teichoic acids, gr oup A st r ept ococcal polysaccharide, 
and H. influenzae b and pneumococcal capsular polysaccharide -- is wholly 
or partly restricted to the lgG(sub 2) subclass (Ref. 1-3,17,24,25). 
In contrast, lgG(sub 1) and lgG(sub 3) predominate in the human 
I gG ant i body response to protein antigens (Ref. 1,17,25). 
Pol ysacchar i des, wi t h cooper at i ve i nt er act i ons f r om T eel I s, coul d 
preferentially activate production of the lgG(sub 2) subclass. A 
conjugate vaccine would have the potential to bypass poor antibody 
responses t o t he unconjugated capsular polysaccharide if the vaccine 
stimulated cellular interactions for saccharide antibody production 
as activated by proteins, which act as i rrrrunogeni c antigens i n I gG 
(sub 2) -subcl ass deficiency... 

...vaccine in these two patients suggests the presence of a defect in 
cellular cooperation. The i rrmunogl obul i n var i abl e- r egi on genes coding 
for this antibody were not restricted to pairing only with the 
lgG(sub 2) heavy- chain const ant - r egi on gene in these patients. 
Heal t hy i nf ant s i rrmuni zed wi t h conj ugat e vacci nes al so gener at e a 
predominant lgG(sub 1) -subcl ass antibody response but have a 
somewhat greater contribution of the lgG(sub 2) i sot ype t o t he 
antibody response than observed here (Ref. 26). The detectable, 
although low, level of lgG(sub 2) antibody induced by conjugate 
vaccine in these patients derronst r at es that the lgG(sub 2) 
heavy- chain const ant - r egi on gene can be expressed i n t he antibody 
response, which makes unlikely a structural defect at the level of the 
immunoglobulin gene. In addition, the antibody response induced 
by conjugate vaccine was lower than that observed in healthy older children 
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...finding is unknown, but the lower response in our patients was not 
accorrpani ed by less antibody diversity than in healthy adults or 
children with conj ugat e- i nduced antibody ( Ref . 13,27... 

. . . The f i ndi ng of I gQ( sub 1 ) - and I gG( sub 2) - subcl ass 

pr edorri nance of antibody after i rrrruni zat i on wi t h conjugated (Ref. 26) 

and unconjugated (Ref. 3,26) forms of the saccharide... 

... of t he sacchar i de may act i vat e di f f er ent eel I ul ar i nt er act i ons. 
Conj ugat e vacci nes have t he abi I i t y to i nduce ant i body i n heal t hy 
infants at an age at which there is a lack of response to... 

...5,27-29). Rei muini zat i on of the healthy infant with a conjugate vaccine 

increases the total antibody t i t er as wel I as t he I gG t i t er , 

with r est i rrul at i on of B- eel I clones that were activated by primary 

i muini zat i on and ni ni ma I recruitment of new cl ones into the expressed- 

ant i body repertoire, (Ref. 27) as was observed i n Pat i ent 1. In 

addi t i on, conj ugat e vacci nes can pr i rre. . . 

...to respond to i muini zat i on with unconjugated capsular polysaccharide, 
which is associated with reactivation of all I gG ant i body 
-secreting clones expressed after conjugate i rmuni zat i on (Ref. 27,28). 
These observations in healthy children suggest... 

...dependent form of the capsular polysaccharide (Ref. 27). The 
capsul ar - pol ysacchar i de- i nduced increase i n t he antibody titer of 
normal infants is accompanied by a preferential lgG(sub 2) -subcl ass 
antibody response, (Ref. 26) which indicates that the I gG 
-subclass response of the conj ugat e- i nduced memory B eel I is dictated by 
t he st i mil at i ng f or m . . 

...of response to subsequent capsular polysaccharide immunization in 
Patient 1, wi t h a concom'tant increase in antibody titer and 
lgG(sub 2) antibody production, suggests either an intrinsic 
def ect i n t he rrerror y B eel I gener at ed by t he conj ugat e. . . 

. . . cooper at e wi t h this rrerror y B eel I tor espond to i sol at ed sacchar i des and 
to generate an lgG(sub 2) antibody response. In vitro 

exper i rrent s wi I I be r equi r ed to del i neat e t he exact eel I ul ar basi s of this 



. . . Fi nal I y, t he ant i body t i t er s to t he capsul ar pol ysacchar i de 
induced by the vaccine were rruch higher than those considered ni ni ma I I y 
protective, (Ref. 30) and the antibody induced was shown to have 
bactericidal act i vi t y i n vi t r o. In spite of its decline, the... 

...Karen Cerosaletti for technical assistance, t o Dr . Charles Rei me r 
(Centers for Disease Control) for the rronocl onal antibodies to 
I gG subcl asses, and t o Dr . Jose Mjnoz for critical suggestions. 
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